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AB A phanaaceutlcal composition that is substantially free of vater coaprisas 
•t 

least 1 orally deliverable dosage unit comprising a ■iilfotuside 
prodrug and, where tha prodrug is readily degradable ex vivo, and has the 
mans to inhibit such degradation prior to oral adaiinist ration. The prodrug 
is parecoxib or a vater-soluble salt, and the composition has the means to 
inhibit 

conversion of the parecoxib to valdecoxib. A method of treating or 
preventing a C0X>2-mediated disorder in a subject comprises (a) dissolving 
at least 1 dosage unit of such a coiqaosition in a pharnaceutically 
acceptable 

aqueous vehicle to form a solution and (b) orally administering the 
solution to the 

subject before substantial precipitation of an insol. matter occurs in the 
solution 

Blood plasma concentration of valdecoxlb in human subjects was determined 

in a 

phamacokinatic study in 11 healthy adult male subjects. Each subject 
received each of three treatments, in randomized sequence, treatments 
being separated by 15 days. The treatments were: single i.v. 20-ng dose of 
parecoxib, as parecoxib sodium, reconstituted In 1 mL water from a 
lyophilized powder and administered in a bolusi a single oral, 20 mg dose 
of valdecoxib in the form of an immediate- release valdecoxlb tablet. 
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administered with 240 mL water* and a single 20 aq dose of parecoxib, as 
parecoxib sodium, reconstituted in 50 mL water from a lyophilized powder 
and administered orally, followed 10 by two 25 dL washes of the container. 
Max. blood plasiaa concn. of valdecoxib, when parecoxib was administered 
orally in accordance with the present invention, was achieved in Tmax 1.22 
h than when parecoxib was administered i.v. Furthermore, the max. 
valdecoxib concn. reached (C&ax 297 ng/oL) was similar to that achieved 
with either i.v. parecoxib <Cbax 312 ng/mL) or oral valdecoxib (Cmax 204 
ng/oL) administration. 

REFERENCE COUNT: 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

TI Oral dosage form containing a sulfonamide prodrug (parecoxib) 

AB A pharmaceutical composition that is substantially free of water comprises 

at 

least 1, orally deliverable dosage unit comprising a eulfo n am l cle 
prodrug and, where the prodrug is readily degradable ex vivo, and has the 
means to inhibit such degradation prior to oral administration. The prodrug 
is parecoxib or a water-soluble salt, and the coiaposltion has the means to 

inhibit 

conversion of the parecoxib to valdecoxib. A method of treating or 
preventing a oaK-2-Bediated disorder in a subject comprises (a) dissolving 
at least 1 dosage unit of such a composition in a pharmaceutically 
acceptable 

aqueous vehicle to form a solution and (b) orally administering the 
solution to the 

subject before substantial precipitation of an insol. matter occurs in the 
solution 

Blood plasma concentration of valdecoxib in human subjects was determined 

in a 

phamacolcinetic study in 11 healthy adult male subjects. Each subject 
received each of three treatments, in randomized sequence, treatments 
being separated by 15 days. The treatments were: single i.v. 20-mg dose of 
parecoxib, as parecoxib sodium, reconstituted in 1 mL water from a 
lyophilized powder and administered in a bolusi a single oral 20 mg dose 
of valdecoxib in the form of an immediate- release valdecoxib tablet, 
administered with 240 mL water* and a single 20 ng dose of parecoxib, aa 
parecoxib sodium, reconstituted in SO mL water from a lyophilized powder 
and administered orally, followed 10 by two 25 mL washes of the container. 
Maximum blood plasma concentration of valdecoxib, trhen parecoxib was 
adisi ni s te red 

orally in accordance with the present invention, was achieved in Tmax 1.22 
h than when parecoxib was administered i.v. Furthermore, the maximum 
valdecoxib concentration reached (Cmax 297 ng/mL) was similar to that 
achieved 

with either i.v. parecoxib (Cmax 312 ng/mL) or oral valdecoxlb (Cmax 284 

ng/mL) administration. 
ST oral dosage eulfoaamide prodrug parecoxib 
IT Taste 

(modulators I oral dosage form containing aulCoaamlde prodrug 
(parecoxib)) 
IT Spices 

(nutmeg* oral dosage form containing ralfonaalde prodrug 

(parecoxib) ) 
IT Anethum graveolens 
Blaclcberry 
Blue)ierry 
Camellia sinensis 
Caramel (color) 
Cinnamon (spice) 
Citrus aurantifolia 
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Citrus bergamia 
Citrus limon 
Citrus paradisi 
Citrus reticulata 
Citrus sinensis 
Coffaa 

Coriandruffl sativum 

Cranberry 

Cuminura cyrainum 

Drug bioavailability 

Eucalyptus 

Ficus carica 

Flavoring materials 

Foeniculum vulgare 

Fragaria 

Freeze drying 

Glycyrrhiza 

Human 

Bufflulus 

Malt 

Mentha piperita 
Mentha spicata 
Molasses 

Odor and Odorous substances 

Pinpinella anisum 

Prunus 

Prunus amygdalus 

Prunus armonlaca 

Prunus perslca 

Psidium 

Pyrus communis 

Raspberry 

Ribes nigrum 

Rosa 

Sweetening agents 

Syzygiura aromaticum 

Theobroma cacao 

Vanilla 

Vitis vinifera 

tfinterg reen 

Zingiber officinale 

(oral dosage form contg. ■ul£onamlda prodrug (parecoxib)) 
IT Carbohydrates, biological studies 

RL: THU (Therapeutic use) t BIOL (Biological study] ; USES (Uses) 
(oral dosage form containing auHonamlrta prodrug (parecoxib)) 
IT Drug delivery systems 

(oral* oral dosage form containing aulfonamldm prodrug 
(parecoxib) ) 
IT Drug delivery systems 

(powders; oral dosage form containing xulfenaald* prodrug 
(parecoxib) ) 
IT Sulfonamides 

RL: THU (Therapeutic U5e)» BIOL (Biological study); USES (Uses) 
(prodrugs; oral dosage form containing aulConamide prodrug 
(parecoxib) ) 
IT Drug delivery systems 

(solns., oral* oral dosage form containing sulfonaalde prodrug 
(parecoxib) ) 
IT Drug delivery systems 

(tablets, effervescent! oral dosage form containing suifonamlda 
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prodrug (parecoxib) ) 
XT Drug delivery systeiu 

(tablets; oral dosage form containing sulfonamide prodrug 

(parecoxib) ) 
IT Citrus reticulata 

(tangerine; oral dosage form containing eulConaalda prodrug 

(parecoxib) ) 

XT 329900-75-6, Synthetase, prostaglandin endoperoxide, 2 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(inhibitors; oral dosage form containing sulfonamide prodrug 
(parecoxib) ) 

IT 198470-84-7, Parecoxib 198470-85-8, Parecoxib sodium 

RL: PKT (Pharmacokinetics); THU (Therapeutic use); BIOL (Biological 
study)* USES (Uses) 

(oral dosage form containing auIConamlda prodrug (parecoxib)) 

IT 50-99-7, Dextrose, biological studies 57-48-7, Fructose, biological 
studies 57-50-1, Sucrose, biological studies 69-65-8, Mannitol 
81-07-2, Saccharin 100-88-9, Cyclamic acid 22839-47-0, 
AspaxtaM 33665-90-6, Acesulfame 165450-17-9, Neotarae 
169590-41-4, Deracoxib 169590-42-5, Celecoxib 181695-72-7, Valdecoxib 
RLi THU (Therapeutic use); BIOL (Biological study); USES (Usee) 
(oral dosage form containing sulfonamlda prodrug (parecoxib)) 


> d ibib abs kwic 
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PRKHUTY APPLN. INFO.: US 2O01-35O596P P 20011113 

TO 2002-US36253 V 20021112 

OTHER SOURCE(S): HARPAT 138:390970 

AB , A pharmaceutical composition that is substantially free of vater con^rises 
at 

least 1 orally deliverable dosage unit comprising a suIfonaMldtt 
prodrug and, where the prodrug is readily degradabla ex vivo, and haa the 
means to inhibit such degradation prior to oral administration. The prodrug 
is parecoxib or a water-soluble salt, and the cos^osltion has the means to 

inhibit 

conversion of the parecosib to valdecoxib. A method of treating or 
preventing a COX- 2 -media ted disorder in a subject comprises (a) dissolving 
at least 1 dosage unit of such a composition in a pharmaceutically 
acceptable 

aqueous vehicle to form a solution and (b) orally adnlnisteclng the 
solution to the 

subject before substantial precipitation of an Insol. matter occurs in the 
solution 

Blood plasioa concentration of valdecoxib in human subjects was determined 

in a 

pharmacokinetic study in 11 healthy adult male subjects. Each subject 
received each of three treatments, in tandoinized sequence, treatments 
being separated by 15 days. The treatments were: single i.v. 20-mg dose of 
parecoxib, as parecoxib sodium, reconstituted in 1 mL water from a 
lyophllized powder and administered in a bolusf a single oral 20 mg dose 
of valdecoxib in the form of an Inmedlate-release valdecoxib tablet. 
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•dadftistered with 240 mL wateri and a single 20 ng dose of pareocmlb, as 
parecoxib sodiua, reconstituted in 50 mL water from a lyt^hilized powder 
and administered orally, followed 10 by two 25 mL washes of the container. 
Max. blood plasma concn. of valdecoxib, when parecoxib was administered 
orally in accordance with the present invention, was achieved in Traax 1.22 
h than when parecoxib was administered i.v. Furthermore, the max. 
valdecoxib concn. reached (Cmax 297 ng/iaL) was similar to that achieved 
with either i.v. parecoxib (Cmax 312 og/mL) or oral valdecoxib <Cmax 284 
ng/niL) administration. 

TI Oral dosage form containing a sulfonamide prodrug (parecoxib] 

AB A pharmaceutical composition that is substantially free of water comprises 

at 

least 1 orally deliverable dosage unit comprising a eulConamlde 

prodrug and, where the prodrug is readily degradable ex vivo, and has the 

means to inhibit such degradation prior to. 

ST oral dosage BulfooamldA prodrug parecoxib 

IT Taste 

(modulators* oral dosage form contaiitlng sulfonamide prodrug 
(parecoxib) ) 
IT Spices 

(nutmeg) oral dosage form containing sulfeaamlda prodrug 

(parecoxib) ) 
IT Anethum graveolens 
Blackberry 
Blueberry 
Camellia sinensis 
Caramel (color) 
Cinnamon (spice) 
Citrus au rant! foil a 
Citrus bergamia 
Citrus limon 
Citrus paradisl 
Citrus reticulata 
Citrus sinensis 
Coffea 

Coriandrum sativum 

Cranberry 

Cuminum cyminum 

Drug bioavailability 

Eucalyptus 

Ficus carlca 

Flavoring materials 

Foeniculum vulgare 

Fragaria 

Freeze drying 

Glyeyrrhiza 

Human 

Bumulus 

Malt 

Mentha piperita 
Hentba spicata 
Holasses 

Odor and Odorous substances 

Plmpinella anisum 

Prunus 

Prunus amygdalus 
Prunus armeniaca 
Prunus perslca 
Psidlum 
Pynis communis 
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Raspberry 
Ribes nigrum 
Rosa 

Sweetening agents 

Syzygium aromaticum 

Theobroma cacao 

Vanilla 

Vitis vinifera 

Vintergreen 

Zingiber officinale 

(oral dosage form contg. sulfonamide prodrug (parecoxib)) 
IT Carbohydrates, biological studies 

RL: THU (Therapeutic use)i BIOL (Biological study) x USES (Uses) 
(oral dosage form containing sulfonamide prodrug (parecoxib) ) 
IT Drug delivery systems 

(oral; oral dosage form containing sulfonamide prodrug 
(parecoxib)) 
IT Drug delivery systems 

(powders) oral dosage form containing sulfonamide prodrug 
(parecoxib) ) 
IT SulCaMmldas 

RL: THU (Therapeutic use)i BIOL (Biological study)) uses (Uses) 
(prodrugs) oral dosage form containing sulfonamide prodrug 
(parecoxib) ) 
IT Drug delivery systems 

(solns., oral) oral dosage form containing sulfonamide prodrug 
(parecoxib) ) 
IT Drug delivery systems 

(tablets, effervescent! oral dosage form containing sulfenamldm 
prodrug (parecoxib)) 
IT Drug delivery systems 

(tablets) oral dosage form containing sulfonamide prodrug 
(parecoxib) ) 
IT Citrus reticulata 

(tangerine; oral dosage form containing aulfonamide prodrug 
(parecoxib) ) 

IT 329900-75-6, Synthetase, prostaglandin endoperoxide, 2 

RL: BSU (Biological study, unclassified)) BIOL (Biological study) 
(inhibitors) oral dosage form containing sulfenaaalde prodrug 
(parecoxib) ) 

IT 198470-84-7, Parecoxib 198470-85-8, Parecoxib sodium 

RL: PKT (Pharmacokinetics); THU (Therapeutic use) ) BIOL (Biological 
study)) USES (Uses) 

(oral dosage form containing sulfonamide prodrug (parecoxib)) 
IT SO-99-7, Dextrose, biological studies 57-48-7, Fructose, biological 
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81-07-2, Saccharin 100-88-9, Cyclamic acid 22839-47-0, 
Aspartame 33665-90-6, Acesulfame 165450-17-9, Neotame 
169590-41-4, Deracoxib 169590-42-5, Celecoxib 181695-72-7, Valdecoxib 
RL: THU (Therapeutic use)) BIOL (Biological study)) USES (Uses) 
(oral dosage form containing sulfonamide prodrug (parecoxib) ) 
REFERENCE COUNT: 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ZA 

2003004263 


A 


20040326 


ZA 2003-4263 


20030530 


PRIORITY APPLN. INFO. : EP 2000-127414 A 20001214 

VO 2001-EP14437 V 20011208 

AB A phacmacautical cooqaosition for oral administration of an active con^MXind 
shoving a bioavailability of 20% or less comprises (by weight) 0.01-151 of 

an 

active compound noleculacly dissolved in the coBqwsition. 30-801 of an 
•dible 

lipid matrix, and 1-20% of an edible enulsifler, the ratio between the 
dose weight of the active compound and its solubility in the composition 
being equal to 

or greater then 0.6 mL. The high percentage of fat (30-80%) enables to 
considerably increase the anmint of the drug molecularly dispersed in the 
dosage fora. thus allowing to significantly reduce the number of unit doaes 
which must be taken daily by patients. For example, 8 g Creraophor RH 40 
were dispersed in 70.08 g of cocoa butter, previously warmed to 
70-80*. The ten^erature of the resulting mixture was then reduced to about 
50-60* and 1.4 g of 2-(3, 5-bis (trif luoromethyl) phenyl) -N-methyl-N- 
(6-morpholin-4-yl-4-o-tolylpyridin-3-yl) isobutyramide (1) were dissolved 
together with 0.02 g vanillin. The temperature of the resulting mixture was 
further reduced to 40* and O.S g aspartaM were added. 
Finally, 20 g of milk powder were added at about 35* (upper limit 
of the melting interval of cocoa butter) . The resulting homogeneous mixture 
was then dosed in molds whereby SBLH tablets of 5 g each (corresponding to 
a volume of about 5 mL) trere obtained showing a ratio between the dose 
weight 
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of the active coapd. and Its soly. in the compn. of at least 4.67 mL. The 
use of SELH coi^n. enabled an Increase of the bioavailability of I up to 
221 in beagle dogs. 

REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
AB A pharmaceutical composition for oral administration of an active compound 
showing a bioavailability of 20% or less comprises (by weight) 0.01-15% of 

an 

active coq»und molecularly dissolved in the cooposition. 30-80% of an 
edible 

lipid matrix, and 1-20% of an edible enulsifier. the ratio between the 
dose weight of the active compound and its solubility in the composition 
being equal to 

or greater then 0.6 mL. The high percentage of fat (30-80%) enables to 
considerably increase the amount of the drug molecularly dispersed in the 
dosage form, thus allowing to significantly reduce the number of unit doses 
which must be taken daily by patients. For example, 8 g Cremopho; RB 40 ■ 
were dispersed in 70.08 g of cocoa butter, previously warmed to 
70-80*. The temperature of the resulting mixture was then reduced to about 
50-60* and 1.4 g of 2-t3,5-bis(trifluororaethyl) phenyl) -N-mathyl-N- 
(6-morpholin-4-yl-4-o-tolylpyridin-3-yl) isobutyramide (I) trere dissolved 
together with 0.02 g vanillin. The temperature of the resulting mixture was 
further reduced to 40* and 0.5 g aspartaae were added. 
Finally, 20 g of milk powder were added at about 35* (upper Umlt 
of the melting Interval of cocoa butter) . The resulting homogeneoua mixture 
was then dosed in molds whereby SEIM tablets of S 9 each (corresponding to 
a volume of about 5 mL) were obtained showing a ratio between the dose 
weight 

of the active compound and its solubility in the coiqsosition of at least 
4.67 mL. The 

use of SEIM composition enabled an increase of the bioavailability of I 

to 

22% in beagle dogs. 
IT Sulfonamides 

RL: PXT (Pharmacokinetics)! PRP (Properties); THU (Therapeutic use)! BIOL 
(Biological study) 1 USES (Uses) 

(self-emulsifying lipid matrix for oral drug delivery systems) 
IT 121-33-5, Vanillin 22939-47-0, Aspartaae 

RL: THU (Therapeutic use) > BIOL (Biological study); USES (Uses) 

(self -emulsifying lipid matrix for oral drug delivery systems) 
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DOCUMENT NUMBER: 137:11003 

TITLE: Chondroprotective/ restorative compositions containing 

hyaluronic acid 
INVENTOR(S): Pierce, Scott V. 

PATENT ASSIGNEE (S): USA 

SOURCE: U.S. Pat. Appl. Publ., 14 pp. 

CODEN: USXXCO 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION) 


PATENT NO. 


KIND DATE 


Al 


20020606 

20050802 


APPLICATION NO. 
US 2001-967977 


DATS 


20011002 


US 2002068718 

US 6924273 

PRIORITY APPLN. INFO.: US 2000-237838P P 20001003 

AB An oral composition based on hyaluronic acid or its salts and optionally a 
therapeutic drug is provided for treating or preventing osteoarthritis, 
joint effusion, joint inflammation and pain, synovitis, lameness, 
post-operative arthrosc^c surgery, deterioration of proper joint 
function including joint mobility, the reduction or inhibition of metabolic 
activity of chondrocytes, the activity of enzymes that degrade cartilage, 
and the reduction or inhibition of the production of hyaluronic acid in a 
mammal. 

Addnl., compns. containing hyaluronic acid, chondroitin sulfate and 
glucosamine sulfate in a paste formulation are also described which can be 
administered on their own or can be used as a feed additive for cats and 
dogs. For example, a composition contained (by weight) glucosamine sulfate 

36%, 

chondroitin sulfate 4%, sodium hyaluronate 0.144%, manganese sulfate 
0.144%, ibuprofen 200 mg, powdered sugar 20%, glycerin 0.7%, xanthan gun 
0.2%, sodium benzoate 0.7%, citric acid 0.2%, molasses 23.5%, and water 
14.4%. 

IT Amino acids, biological studies 
Castor oil 
Cocoa butter 
Cod liver oil 
Hydrocarbon oils 
Kaolin, biological studies 
Lanolin 
Lecithins 

Mineral elements, biological studies 

Sulfonamides 
Vitamins 

RL: THU (Therapeutic use) ; BIOL (Biological study) > USES (Uses) 

(chondroprotectlve/restorative compns. containing hyaluronic acid for 
treatnent of joint disorders) 
IT SO-02-2 50-03-3, Hydrocortisone acetate 50-06-6, Phenobarbital, 

biological studies 50-13-5, Meperidine hydrochloride 50-21-5, Lactic 
acid, biological studies 50-23-7, Hydrocortisone 50-24-8, Prednisolone 
50-33-9, Phenylbutazone, biological studies 50-78-2, Acetyls alley lie 
acid 50-78-2D, Acetyls a 11 cylic acid, buffered 50-81-7, L-Ascorbic 
acid, biological studies Sl-42-3, Epinephrine bitartrate 51-98-9, 
Norethindrone acetate 52-28-8, Codeine phosphate 53-03-2, Prednisone 
53-86-1, Indomethacin 54-11-5, Nicotine 54-31-9, Furosemide 55-63-0, 
Nitroglycerin 56-75-7, Chloranphenicol 56-81-5. Glycerin, biological 
studies 57-11-4, Stearic acid, biological studies 57-27-2. Morphine, 
biological studies 57-33-0, Pentobarbital sodium 57-41-0, Phenytoin 
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57- 55-6, Propylene glycol, biological studies 57-63-6, Ethinyl estradiol 

58- 08-2, Caffeine, biological studies 58-55-9, Theophylline, biological 
studios 58-85-5, Biotin 58-93-5, Hydrochlorothiazide 59-30-3, Folic 
acid, biological studies 59-43-8, Thiamine, biological studies 

59- 67-6, Niacin, biological studies 61-33-6, biological studies 
61-68-7, Mefenamic acid 61-76-7, Phenylephrine hydrochloride 62-49-7, 
Choline 64-17-5, Ethanol, biological studies 64-19-7, Acetic acid, 
biological studies 64-75-5, Tetracycline hydrochloride 65-23-6, 
Pyridoxine 65-85-0, Benzoic acid, biological studies 67-63-0, 
Isopropanol, biological studies 67-68-5, Dimethyl sulfoxide, biological 
studies 67-71-0, Methylsulf onylmethane 68-04-2, Sodium citrate 

68- 19-9, Cyanocobalamin 68-22-4, Norethindrone 69-53-4, Ampicillin 

69- 72-7, Salicylic acid, biological studies 71-58-9, Medroxyprogesterone 
acetate 73-78-9, Lidocaine hydrochloride 76-22-2, Camphor 76-49-3, 
Bornyl acetate 76-57-3, Codeine 77-09-8, Phenolphthalein 77-4 1-B. 
Hethsuximide 77-92-9, Citric acid, biological studies 78-11-5, 
Pentaerythritol tetranitrate 79-83-4 83-88-5, Riboflavin, biological 
studies 85-79-0, Dibucaine 87-67-2, Choline bitartrate, biological 
studies 87-89-8, myo-Inositol 88-04-0, Chloroxylenol 89-78-1, 
Menthol 90-64-2 93-14-1, Guaifenesin 93-60-7, Methyl nicotinata 
94-09-7, Benzocalne 94-36-0, Benzoyl peroxide, biological studies 
97-59-6, Allantoin 98-92-0. Niadnamida 100-97-0. Methenamlne. 
biological studies 103-90-2, Acetaminophen 104-46-1, Anethole 
108-46-3, Resorcinol, biological studies 108-95-2, Phenol, biological 
studies 112-38-9, Undecylenic acid 113-92-8, Chlorpheniramine maleate 
114-07-8, Erythromycin 115-67-3, Paramethadione 117-10-2, Danthron 
119-36-8, Methyl salicylate 119-61-90, Benzophenone, derivs. 123-03-5, 
Cetylpyridinium chloride 124-94-7, Triamcinolone 125-69-9, 
Dextromethorphan hydrobromide 126-07-8, Griseofulvin 128-49-4, 
Docusate calcium 131-53-3, Dioxybenzono 131-57-7, Oxybenzone 
132-20-7, Pheniramine maleate 134-31-6, 8-Hydroxyquinoline sulfate 
136-77-6, Hexylresorcinol 137-58-6, Lidocaine 139-12-8, Aluminum 
acetate 140-65-8, Pramoxine 141-01-5, Ferrous fumarate 143-71-S, 
Hydrocodone bitartrate 144-55-8, Sodium bicarbonate, biological studies 
147-24-0, Diphenhydramine hydrochloride 150-13-0, p-Arainobenzoic acid 
152-11-4, Verapamil hydrochloride 152-43-2, Quinestrol 154-41-6, 
Phenylpropanolamine hydrochloride 156-51-4, Phenelzine sulfate 
299-29-6. Ferrous gluconate 299-42-3. Sphedrine 302-79-4. Tretinoin. 
303-25-3, CycUzine hydrochloride 318-98-9, Propranolol hydrochloride 
321-64-2, Tacrine 345-78-8, Pseudoephedrine hydrochloride 395-28-8 
439-14-5, Diazepam 443-48-1, Metronidazole 469-62-5, Propoxyphene 
470-82-6, Eucalyptol 471-34-1, Calcium carbonate, biological studies 
532-03-6, Methocarbamol 532-32-1, Sodium benzoate 546-93-0, Magnesium 
carbonate 550-70-9, Triprolidine hydrochloride 557-04-0, Hagnesium 
stearate S57-08-4, Zinc undecylenate 562-10-7 577-11-7. Docusate 
sodium 603-50-9. Bisacodyl 614-39-1. Procainamide hydrochloride 
637-07-0, Clofibrate 637-58-1, Pramoxine hydrochloride 644-62-2. 
Heclofenamic acid 723-46-6, Sulfamethoxazole 980-71-2, 
Bromophonir amine maleate 1219-35-5, Xylometazoline hydrochloride 
1305-62-0, Calcium hydroxide, biological studies 1309-42-8, Hagnesium 
hydroxide 1321-11-S, Aminobenzoic acid 1327-41-9, Aluminum 
chlorohydrate 1400-61-9, Nystatin 1403-66-3, Gentamicin 1404-90-6, 
Vancomycin 1405-10-3, Neomycin sulfate 1405-20-5, Polymyxin B sulfate 
1405-41-0, Gentamycin sulfate 1405-87-4, Bacitracin 1406-16-2, Vitamin 
D 1406-18-4, Vitamin E 1639-60-7, Propoxyphene hydrochloride 
16B4-40-8. Tacrine hydrochloride 2391-03-9, Dexbromphenir amine maleate 
2398-96-1, Tolnaftate 2955-38-6, Prazepam 3380-34-5, Tciclosan 
4205-90-7. Clonidine 4205-91-8, Clonidine hydrochloride 4499-40-5, 
Oxtriphylline, biological studies 5466-77-3, Octyl methoxycinnamate 
5534-09-8. Beclomethasone dipropionate SB74-97-5, Hetaproterenol sulfate 
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638S-02-0, Meclofenaoate sodiuo 6740-68-1, Ketamine 70S4-25-3, 
Quinidlne gluconate 7280-37-7, Estcopipate 7439-89-6, Iron, biological 
studies 7439-96-5, Manganese, biological studies 7440-50-8, Copper, 
biological studies 7440-66-6, Zinc, biological studies 7440-70-2, 
Calcium, biological studies 7447-40-7, Potassiua chloride, biological 
studies 7460-12-0, Pseudoephedrine sulfate 7491-09-0, Docusate 
potassiun 75S3-56-2, Iodine, biological studies 7631-86-9, Silicon 
dioxide, biological studies 7647-14-5, Sodium chloride (NaCl), 
biological studies 7681-49-4, Sodium fluoride, biological studies 
7704-34-9, Sulfur, biological studies 7720-78-7. Ferrous sulfate 
7723-14-0, Phosphorus, biological studies 7733-02-0, Zinc sulfate 
7757-79-1, Potassiua nitrate, biological studies 778S-87-7, Manganese 
sulfate 8011-96-9, Calamine 8025-63-6 8050-81-5, Simethicone 
8065-29-0, UotriK 9004-10-8, InsuUn, biological studies 9004-32-4, 
Sodiuia carbpxymethyl cellulose 9004-67-5, Methyl cellulose 9005-25-8, 
Starch, biological studies 9006-65-9, Dinethicone 9036-19-5, Octoscynol 
10163-15-2, Sodium monofluorophosphate 11041-12-6, Cholestyramine resin 
11096-26-7, Erythropoietin 11099-07-3, Glyceryl stearate 11103-S7-4. 
Vitamin A 11111-12-9D, Cephalosporin, derivs. 11138-66-2, Xanthan gum 
12001-76-2, Vitamin B 12001-79-5, Vitamin K 14362-31-3, Chlorcycliline 
hydrochloride 14455-29-9, Aluminum carbonate 14663-23-1, Dantrium 
14698-29-4, Oxolinic acid 14838-15-4, Phenylpropanolamine 14987-04-3, 
Magnesium trisilicate 15307-79-6, Diclofenac sodium 1S686-71-2, 
Cephalexin 15687-27-1, ibuproCeh 17140-78-2, PrqxMyphen* napaylattt 
18472-51-0, Chlorhexidine gluconate 18559-94-9, Albuterol 18917-89-0, 
Magnesium salicylate 20830-75-5, Oigozin 21245-02-3, Padimate 0 
21645-51-2, Aluminum hydroxide, biological studies 21829-25-4, 
Nifedipine 22204-53-1, Naproxen 22832-87-7, Miconazole nitrate 
22839-47-0, Aepartaa. 24390-14-5, Doxycycline hyclate 
25441-16-1 25812-30-0, Gemfibrozil 26027-38-3, NonoKynol-9 
26159-34-2, Naproxen sodium 26171-23-3, Tolmetin 26787-78-0, 
Amoxicillin 26921-17-5, Timolol maleate 28911-01-5, Triazolam 
28981-97-7, Alprozolara 29094-61-9, Glipizide 29122-68-7, Atenolol 
29984-33-6, Vidarabine phosphate 34552-84-6, Isoxicam 
RLt THU (Therapeutic use); BIOL (Biological study) i USES (Usas) 

(chondroprotective/restorative conpns. contg. hyaluronic acid for 
treatment of joint disorders) 
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Treatment of equine protozoal nyeloencephalitis 
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PCT Int. Appl., 22 pp. 
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INFO. 






US 1996-683507 
WO 1997-US1260S 
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V 19970717 
Al 19980430 


AB The present invention relates to conpns. and methods for treating aquinas, 
such as horses, afflicted with equine protozoal myeloencephalitis. Tha 
therapeutic compns. comprise a combination of pyrimethamine and a 
sulfonanlda, preferably, sulfadiazine, in the absence of known 
therapeutic amts. of trimethoprim. An oral suspension contained 
sulfadiazine 166.67, sulfadiazine sodium 166.67, pyrimethamine 16.67, Na 
benzoate 2.22, xanthan gum 1.11, axpartaM 11.11, saccharin 2.78 
g, Yerba santa (Eriodictyon californium) 55.56, Caramel flavoring 5.56, 
Polysorbate 80 6.67, and purified water to 1000 mL. 

REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IH THE RE FORMAT 

AB The present invention relates to coinpns. and methods for treating equines, 
such as horses, afflicted with equine protozoal myeloencephalitis. The 
therapeutic compns. comprise a combination of pyrimethamine and a 
eulfonamide, preferably, sulfadiazine, in the absence of known 
therapeutic amts. of trimethoprim. An oral suspension contained 
sulfadiazine 166.67, sulfadiazine sodium 166.67, pyrimethamine 16.67, Na 
benzoate 2.22, xanthan gum 1.11, aspartaiM 11.11, saccharin 2.78 
g, Yerba santa (Eriodictyon californium) 55.56, Caramel flavoring 5.56, 
Polysorbate 80 6.67, and purified water to 1000 mL. 

ST aulfonamide pyrimethamine suspenxlon equine protozoal 

myeloencephalitisi sulfadiazine p/rimethamlna suspension equine protozoal 
myeloencephali tis 

IT Encephalomyelitis 

Horse (Equus caballus) 
Sarcocystis neurona 

(pyrimethamine and BttlfonaMlde combination for treatment of 
equine protozoal myeloencephali tia) 

IT Drug delivery systems 
Drug delivery systems 
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(suspensions, oralj pyrimethamine and sulfonamide combination 
for treatment of equine protozoal myeloencephalitis) 
57-68-1, Sulfamethazine 58-14-0, Pyrimethamine 63-74-10, 
Sulfoaanldm, derivs. 80-32-0 80-35-3, Sulfamethoxypyridazine 
116-44-9, Sulfapyrazlne 122-11-2, Sulfadimethoxine 127-79-7, 
Sulfamerazine 515-64-0, Sulfisomidlne 526-08-9, Sulfaphenazole 
547-32-0, Sulfadiazine sodium 

RL; BAC (Biological activity or effector, except adverse) i BSU (Biological 
study, unclassified) t THU (Therapeutic use) i BIOL (Biological study) i USES 
(Uses) 

(pyrimethamine and salfonaBida ccxnbination for treatment of 
equine protozoal myeloencephalitis) 
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1997:348294 CAPLUS 
127:66135 

Derivatized oxopiperazine rings from amino acids 
Bhatt, Ulhas) Mohamad, Nazimi Just. George; Roberts, 
Edward 

Dep. Chem., McGiU Univ., Montreal, QC, H3A 2K6, Can. 
Tetrahedron Letters (1997), 38(21), 3679-3682 
CODEN: TELEAYi ISSN: 0040-4039 
Elsevier 
Journal 
English 

CASREACr 127:66135 

Two routes for the synthesis of derivatized oxopiperazines, which may act 
as constrained peptide mimics, are reported. The syntheses enqaloy 
reductive amlnatlon and sultonaaldm approaches for generating 
N-allyUe amino add ester derivs. and utilizing them for assembling the 
ring systeiRS. An mspm r tame analog was prepared using this 
methodol. 

REFERENCE COUNT: 11 THERE ARE 11 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

AB Two routes for the synthesis of derivatized oxopiperazines, which may act 
as constrained peptide mimics, are reported. The syntheses employ 
reductive amlnatlon and sttlfoiuHldm ai^roaches for generating 
N-allyllc amino acid aster derlvs. and utilizing them for assembling the 
ring systems. An aspartaaw analog was prepared using this 
methodol. 
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AB An effervescent pharmaceutical for oral adalnistratlon contains 

amoxycillin trihydrate, an alkali and an acid. Vhen this preparation is 
dissolved in vater, a solution having pH <7 (preferably 3.0-6. S) is 

obtained. 

Thus, tablets contained anoitycillin , citric add, NaiHC03 and other 
additives. 

IT sulCWMBldas 

RL: TBU (Therapeutic use) t BIOL (Biological study) i USES (Uses) 

(effervescent pharmaceuticals containing antibiotic and add and base) 

IT 77-92-9, Citric acid, biological studies 114-07-8, Erythroaydn 
144-55-8, Sodium bicarbonate, biological studies 151-21-3, SLS, 
biological studies S57-04-0, Magnesium stearate 738-70-5, Trimethoprim 
8064-90-2, Cotrimoxazole 9003-39-8, Povidone 22839-47-0, 
Aspartam» 2S322-68-3, Nacrogol 4000 26787-78-0, Amoxydllin 
RL: THU (Therapeutic use)* BIOL (Biological study) f USES (Uses) 

(effervescent pharmaceuticals -containing antibiotic and add and base) 
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Patent 
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20040923 (10) 
20030925 (60) 


US 2005096377 Al 
US 2004-947839 
US 2003-50S803P 
DT Utility 
FS APPLICATION 
LN.CNT 2060 

IHCL INCLM: 514/419.000 

INCL5: 548/465.0001 548/492.000 
NCUf: 514/419.000 
NCLS: 548/465.000/ 548/492.000 
IC [7] 

ICM: C07D043-02 
ICS: A61ia)31-405 
CAS INDEXING IS AVAILABLE FOR THIS PATENT 
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AN 2004:77108 USPATFULL 

TI Elect reprocessing in drug delivery and cell encapsulation 

IN BovUn, Gary L., Hachanicsvllle, VA, UNITED STATES 

Wnck, Gary B., Midlothian, VA, UNITED STATES 

Siapson, David G., Mechanicsville, VA, UNITED STATES 
PI US 2004058887 Al 20040325 

AI US 2003-668085 Al 20030922 (10) 

RLI Continuation of Sec. No. US 2001-982515, filed on 18 Oct 2001, pending 
continuation-in-part of Ser. No. US 2001-946158, filed on 4 Sep 2001, 
PENDING Continuation-in-part of Ser. No. US 2000-654517, filed on 1 Sep 
2000, ABANDONED Continuation-in-part of Ser. No. US 2000-714255, filed 
on 17 Nov 2000, ABANDONED Continuation-in-part of Ser. No. US 
2000-512031, filed on 24 Feb 2000, ABANDONED Continuation-in-part of 
Ser- No. US 1999-386273, filed on 31 Aug 1999, GRANTED, Pat. No. US 
6592623 ContinuaUon-in-part of Ser. No. US 2000-512081, filed on 24 Feb 
2000, ABANDONED Continuation-in-part of Ser. No. US 1999-386273, filed 
on 31 Aug 1999. GRANTED. Pat. No. US 6592623 Continuation-in-part of 
Ser. No. US 1999-386273. filed on 31 Aug 1999, GRANTED, Pat. No. US 
6592623 

PRAI US 2000-241008P 20001018 (60) 
US 2001-270118P 20010222 (60) 
DT Utility 
FS APPLICATION 
LN.CNT 3073 

INCL INCUt: 514/044.000 

INCLS: 514/008. OOOl 514/012.000> 514/054.000 
NCL NCUf: 514/044.000 

NCLS: 514/008.000; S14/012.000> 514/054.000 
IC 17] 

lOf: A61K038-16 

ICS: A61K048-00* A6lK031-737i A61K031-739 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AN 2004:24388 USPATFULL 

TI Blectroprocessing of naterials useful in drug delivery and cell 

encapsulation 
IN Vnek, Gary E., Hidlothian, VA, UNITED STATES 

Simpson, David G., Mechanicsville, VA, UNITED STATES 

BowUn, Gary L., Mechanicsville, VA, UNITED STATES 

Yao, Li, Manchester, CT, UNITED STATES 

Kenawy, El-Rafaie, El-Saroe, EGYPT 

Layman, John H., Chester, VA, UNITED STATES 

Sanders, Elliott H., Richmond, VA, UNITED STATES 

Fenn, John, Richmond, VA, UNITED STATES 
PI US 2004019226 Al 20040129 

AI US 2003-409682 Al 20030407 (10) 

RLI Continuation-in-part of Ser. No. US 2001-982515, filed on 18 Oct 2001, 

PENDING Continuation-in-part of Ser. No. US 2001-991373. filed on 16 Nov 
2001, PENDING Continuation-in-part of Ser. No. US 2000-714255, filed on 
17 Nov 2000, ABANDONED Continuation-in-part of Ser. No. US 2000-512081, 
filed on 24 Feb 2000, ABANDONED Continuation-in-part of Ser. No. US 
1999-386273, filed on 31 Aug 1999, GRANTED, Pat. No. US 6592623 
Continuation-in-part of Ser. No. US 2001-946158, filed on 4 Sep 2001, 
PENDING 

20010904 
20001018 (60) 
20010222 (60) 
19990225 (60) 
20020405 (60) 
20020802 (60) 
20020808 (60) 


PRAI 


VO 2001-US27409 
US 2000-241008P 

US 2001-270118P 

US 1999-121628P 

US 2002-370572P 

US 2002-400506P 

US 2002-402219P 
DT Utility 
FS APPLICATION 
LN.CNT 4506 

INCL INCLM: 424/443.000 
NCL NCLM: 424/443.000 
IC [7] 

ICM: A61K009-70 
CAS INDEXING IS AVAILABLE FOR THIS PATENT 


L7 ANSWER 4 OF 7 USPATFULL on STN 
AN 2003:282479 USPATFULL 

TI Silane copolymer compositions containing active agents 
IN Terry, Richard N., Conyers, GA, UNITED STATES 

tfalsh, Kevin, Atlanta, GA, UNITED STATES 
PI US 2003198821 Al 20031023 

AI US 2003-449977 Al 20030530 (10) 

RLI Continuation of Sec No. US 2000-568770. filed on 10 Hay 2000, GRANTED, 
Pat. No.. US 6596401 Continuation-in-part of Sec. No. US 1998-189240, 
filed on 10 Nov 1998, GRANTED. Pat. No. US 6329488 

DT Utility 

FS APPLICATION 

LN.CNT 1308 

INCL INCUl: 428/447.000 
NCL NCUf: 428/447.000 
IC [7] 

ICM: B32B009-04 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


AMSVER 5 OF 7 USPATPULb on STN 
2003: 197010 U5PATFULL 

Silane copolyDer con^sitions containing actiw agents 
Tercy, Richard N., Conyers, GA, United States 
Walsh, Kevin, Atlanta, GA, United States 

C. R. Bard Inc., Murray Hill, NJ, United States (U.S. corporation) 
US 6596401 Bl 20030722 

US 2000-568770 20000510 (9) 

Continuation-in-part of Ser. No. US 1998-189240, filed on 10 Nov 1998, 
ncTv patented, Pat. No. US 6329488 
or UtiUty 
FS GRANTED 
IH.CJIT 1332 

INCL INCLK: 428/447.000 

INCLS: 428/448.000] 524/017.000; 524/195.000} 524/434.000; 524/450.000; 

S24/588.000; 524/704.000; 524/714.000; 524/780.000; 524/789.000; 
524/791.000; 524/858.000; 524/869.000; 424/280.100; 424/600.000; 
424/617.000; 424/684. OOOf 604/264.000; 427/002.280 
NCIM: 428/447.000 

NCLS: 424/280.1001 424/600.000; 424/617.000; 424/684.000; 427/002.280; 

428/448.000; 524/017.000; 524/195.000; S24/434.000; 524/450.000; 
524/588.000; 524/704.000; 524/714.000; 524/780.000; 524/789.000; 
524/791.000; 524/858.000; 524/869.000; 604/264.000 


L7 


RLI 


NCL 
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AN 2003:146848 USPATFULL 

TI Oral dosage form of a sulfonamide prodrug 
IN Kariffl, Aziz, Skokie, IL, UNITED STATES 

Neaa, Sandeep, Grays lake, IL, UNITED STATES 
Eving, Gary D. , Kalaraazoo, HI, UNITED STATES 
PI US 2003100595 Al 20030529 

AI US 2002-292682 Al 20021112 (10) 

PRAI US 2001-350596P 20011113 (60) 
DT UtiUty 
FS APPLICATION 
LN.CNT 1270 

INCL INCU4; 514/406.000 

INCLS: 514/471.000 
NCL NCLMt 514/406.000 

NCLS: 514/471.000 
IC t7J 

ICM: A61R031-415 

ICS: A61K031-365 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


IC 


[7] 
ICM: 
ICS: 


B32B009-04 

A61K045-08; A01N059-00 
EXF 524/17; 524/195; 524/434; 524/450; 524/588; 524/704; 524/714; 524/780; 
524/789; 524/791; 524/858; 524/869; 424/280.1; 424/600; 424/617; 
424/684; 427/2.281 428/447; 428/448; 604/264 
CAS INDEXING ZS AVAILABLE FOR THIS PATENT. 
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AN 2002:157133 USPATFULL 

TI Electroprocessing in drug delivery and cell encapsulation 
IN BotfUn, Gary L., Hechanicsville, VA, UNITED STATES 

Wnek, Gary E., Midlothian, VA, UNITED STATES 

Simpson, David G. , Mechanicsville, VA, UNITED STATES 
PI US 2002081732 Al 20020627 

AI US 2001-982515 Al 20011018 (9) 
PRAI WO 2001-US27409 20010904 

US 2000-24 lOOBP 20001018 (60) 

US 2001-270118P 20010222 (60) 
DT Utility 
FS APPLICATION 
LN.CNT 3074 

INCL INCU4: 435/446.000 

INCLS: 435/325. OOOf 536/123.000; 536/023.100; 530/350.000; 530/395.000; 
530/359.000 
NCL NCU1: 435/446.000 

NCLS: 435/325.000; 530/350.000; 530/359.000; 530/395.000; 536/023.100; 
536/123.000 

IC [7J 

ICM: C07B021-04 

ICS: C12N01S-01; C07K014-775; C07K014-435; C12NOOS-06 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


=> s aspartam? 

L8 8609 ASPARTAM? 


=> exp aspartam? 

TOO MANY FIELD CODES SPECIFIED 

A term cannot be EXPANDed in more than three fields in 
the same expand command. 

=> exp aspartame 

TOO MANY FIELD CODES SPECIFIED 

A term cannot be EXPANDed in more than three fields in 
the same expand command. 


=> fil reg 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 


SINCE FILE 
ENTRY 
10.92 


TOTAL 
SESSION 
37.18 


DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE 

ENTRY 

CA SUBSCRIBER PRICE 0.00 

FILE 'REGISTRY' ENTERED AT 11:42:32 ON 12 AUG 2005 
USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 
PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2005 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 


TOTAL 
SESSION 
-5.11 


E2 

2 

ASPARTAM/BI 

E3 

38 

— > ASPARTAME/BI 

E4 

1 

ASPARTAMIC/BI 

E5 

15 

ASPARTAMID/BI 

E6 

15 

AS PARTAMI DATO/ BI 

E7 

3162 

ASPARTAMIDE/BI 

E8 

1 

AS PARTAMI DO/ BI 

E9 

2 

ASPARTAMINE/BI 

ElO 

36 

ASPARTASE/BI 

Ell 

4656 

ASPARTATE/BI 

E12 

1 

ASPARTATE, 104/BI 


=> exp aspartame 50 

NUMBER OF TERMS TO DISPLAY IS OUT OF RANGE 

The total number of terms displayed in a single EXPAND command 
must be in the range 5-25. 

=> exp aspartame 25 


El 

1 

ASPARTALDEHYDIC/BI 

E2 

2 

ASPARTAM/BI 

E3 

38 

— > ASPARTAME/BI 

E4 

1 

ASPARTAMIC/BI 

E5 

15 

ASPARTAMID/BI 

E6 

15 

AS PARTAMI DATO/ BI 

E7 

3162 

ASPARTAMIDE/BI 

EB 

1 

ASPARTAMIDO/BI 

E9 

2 

ASPARTAMINE/BI 

ElO 

36 

ASPARTASE/BI 

Ell 

4656 

ASPARTATE/BI 

E12 

1 

ASPARTATE, 104/BI 


Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996),. unless otherwise indicated in the original publications - 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 12 Aug 2005 VOL 143 ISS 8 
FILE LAST UPDATED: 11 Aug 2005 (20050811/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> s aspart? (s)phenylalanin? (s) (sulfamid? or sulfonamid?) 
117291 ASPART? 
75970 PHENYLALANIN? 

3038 SULFAMID? 
32454 SULFONAMID? 
L9 3 7VSPART? (S) PHENYLALANIN? (S) (SULFAMID? OR SULFONAMID?) 


=> d ibib abs kwic 


L9 ANSVER 1 OF 3 
ACCESSION NUHBER: 
DOCUMENT NUMBER: 
TITLE: 


AUTHOR (S): 


C»RPORATE SOURCE: 


SOURCE: 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 


CAPLUS COPYRIGBT 200S ACS on STN 
2001:795887 CAPLUS 
137:252120 

Selective surface adhesion of the toxic microalga 
Alexandriuia stinutua induced by contact vith 
substituted polystyrene derivatives 
La Barre, Stephanei Hamadouche, Norai El Khadali, 
Zainai Gottinl, Yaon; Kuller, Danielf Erard-Le Denn, 
Evalyner Jozefowlcz, Kaccel 

Laboratoire de Recherchs sur les Haeroonleculas, CNRS 
UMR 7540, Universite Paris-XIIX. Villetaneuse, Fc. 

Journal of Biotechnology (2002), 93(1), 59''71 
CODEN: JBITD4; ISSN: 0168-1656 
Elsevier Science Ltd. 
Journal 
EngUah 

On the basis of observations that biospecific random copolyraers (RACS) 
could induce phenotypic changes on contact with selected eukaryotic or 
prokaryotic cell lines, polystyrene derivs. of Icnovn coopns. and obtained 
by random substitutions of sodium sulfonate and of sulfaaHdae of 
upartlc acid di-Me ester, pbeoylalanlae and leucine, 

vere placed in contact with swimming dinophytes of the FSP tosin producing 
species Alexandriun minutum and of the non-toxic species Heterocapsa 
triquetra. A. minutua cells exhibited higher adhesion foe the random 
copolyner nade up of polystyrene (291), polystyrene aspartic acid di-He 
ester aulfanlde (471) and polystyrene sodium sulfonate (241), than for 
saiBples of this series with different cospns. In contrast to this, A. 
minutun adhesion remained very low throughout the phenylalanine and 
leucine copolymer series. These results indicate that the cell-substrate 
adhesion phenomenon is dependent upon the final composition of the 
copolyMr, 

i.e. that it is composition-specific. Taxonomic specificity was then 
demonstrated by presenting the PSAspOHe copolymer series with cells of the 
non toxic species H. triquetra (Peridinialia) related to A. minutun 
(Gonyaulacacea) , and by observing no specific association, i.e. no signal 
above background levels at any composition specific ligand-cell adhesion is 
evidenced for the first time between biospecific RACS and phytoplankton, 
which may inspire a nev generation of structures to be used in aquaculture 
as protective nets over shellfish clusters, or as selective filtering 
devices to assist in shellfish depuration from toxic nicroalgae. 

REFERENCE COUNT: 24 THERE ARE 24 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

AB On the basis of duervations that biospecific random ccqiolymers (RACS) 
could induce phenotypic changes on contact with selected eukaryotic or 
prokaryotic cell lines, polystyrene derivs. of known con^ns. and obtained 
by random substitutions of sodium sulfonate and of sulfamldes of 
aspartlo acid di-Me ester, pbenylalaain* and leucine, 

were placed in contact with switmning dinophytes of the PSP toxin producing 
species Alexandriun minutum and of the non-toxic species Heterocapsa 
triquetra. A. minutum cells exhibited higher adhesion for the random 
copolymer made up of polystyrene (29%), polystyrene aspartic acid di-He 
ester sulfamide (471) and polystyrene sodium sulfonate (24%), than for 
samples of this series with different compns. In contrast to this, A. 
minutum adhesion remained very low throughout the phenylalanine and 
leucine copolyner series. These results indicate that the cell-substrate 
adhesion phenomenon is dependent upon the final composition of the 
copolyne r , 

i.e. that it is composition-specific. Taxonomic specificity was then 
demonstrated by presenting the PSAspOHe copolymer series with cells of the 
non toxic species H. triquetra (Peridinialia) related to A. minutum 
(Gonyaulacacea), and by observing no specific association, i.e« no signal 
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above background levels at any compn. Specific ligand-cell adhesion is 
evidenced for the first time between biospecific RACS and phytoplankton, 
which may inspire a new generation of structures to be used in aquaculture 
as protective nets over shellfish clusters, or as selective filtering 
devices to assist in shellfish depuration from toxic microalgae. 


=> d ibib abs kwic 2-3 


r 


ANSWER 3 OF 3 CAPUIS COPYRIGHT 2005 ACS on STN (Continued) 
coRcn., and incubation time on the estns. vers detd. Roaults vere slnllar 
to thosft obtained vith traditional aedla, but growth was alower. 
Incubation overnight was generally successful. Use of the synthetic oedia 
eliminated fluctuations in the results that are usually observed in 
natural isedia due to variations in their coapaa. 15 references. 


=> fil uspatall 
COST IN U.S. DOLLARS 


SINCE FILE 
ENTRY 
16.86 


TOTAL 
SESSION 
54.90 


FULL ESTIMATED COST 


DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 


SINCE FILE 
ENTRY 
-2.19 


TOTAL 
SESSION 
-7.30 


CA SUBSCRIBER PRICE 


FILE 'USPATFULL' ENTERED AT 11:45:15 ON 12 AUG 2005 

CA INDEXING COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'USPAT2' ENTERED AT 11:45:15 ON 12 AUG 2005 

CA INDEXING COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 

=> s aspart? (s)phenylalanin? (s) (sulfamid? or sulf onamid?) 

LIO 69 ASPART? (S) PHENYLALANIN? (S) (SULFAMID? OR SULFONAMID?) 

=> d 1-69 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S): 


PATENT ASSIGNEE (S): 
SOURCE: 


OOCUMEKT TYPE: 
LANGUAGE: 

FAMILY AOC. NUM. COUNT: 
PATENT INFORMATION: 


1995:964989 CAPLUS 
124:176937 

N>[ (SucclnoylaniRo]hydraxypropyl]9ulfonaaide9 useful 
as retroviral protease inhibitors 

Vazquez, Michael L.i Mueller, Richard A.; Talley, John 
J.I Getman, Daniel; Decrescenzo, Gary A. i Freskos, 
John N. 

G. D. Searle and Co., USA 

U.S., 32 pp. Cont.-in-part of U.S. Sac. No. 935,490. 

abandoned 

GODEN: USXXAM 

Patent 

English 

2 


PATENT MO. 

KIND 

DATE 

APPLICATION NO. 


DATE 

US 

5463104 

A 

19951031 

us 

1993-110912 


19930824 

AT 

1S4B00 

E 

19970715 

AT 

1993-920213 


19930824 

ES 

2103488 

T3 

19970916 

ES 

1993-920213 


19930824 

US 

5714605 

A 

19980203 

US 

1995-541350 


19951010 

US 

5760076 

A 

19980602 

us 

1995-541747 


19951010 

US 

6022994 

A 

20000208 

US 

1998-41016 


19980312 

US 

631334S 

Bl 

20011106 

US 

1999-419816 


19991018 

US 

2002137942 

Al 

20020926 

US 

2001-884462 


20010620 

US 

6469207 

82 

20021022 





US 

2003220508 

Al 

20031127 

us 

2002-237184 


20020909 

us 

6727282 

B2 

20040427 





US 

2005004043 

Al 

20050106 

US 

2004-784916 


20040224 

PRIORITY APPLN. INFO.: 



US 

1992*93S490 

B2 

19920825 





us 

1993-110912 

A3 

19930824 





us 

1995-541350 

Al 

19951010 





us 

1995-541747 

Al 

19951010 





us 

1998-41016 

Al 

19980312 





us 

1999-419816 

Al 

19991018 





us 

2001-884462 

Al 

20010620 





us 

2002-237184 

Al 

20020909 


OTHER SOURCE (S): 


MARPAT 124:176937 
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y r3i r32 y r2 

I 



S02Ph 



AB Succinoylaaino hydroxyethylamino •ulfonaMld* compds. I or a 

phannaceutically acceptable salt or ester thereof, vherein p represents 0, 
1 or 2j n represents either 0 or 1; X' represents N(R34) or O; or R33X' 
represents cycloalkyl or aryl radicals; Y and Y* each independently 
represent O or Si Rl, R30, R31 and R32 each independently represent 
hydrogen, OH, (CH2)C(0)CH3, ca2S02NH2, C02CH3, C0NHCH3, CON(CH3)2, 
CH2C(0)NHCH3, CH2C (0) N (CH3) 2, COlia2, C(CH3)2(SH), C(CH3) 2 (SCH3) , 
C(CH3)2{S(0)CH3J, C(CH3) 2 [S (O) 2CH3] , alJcyl, haloallcyl, alkenyl, alkynyl, 
aralkyl or cycloalkyl radicals, or the side chain of the amino acid 
asparagine, S-He cysteine or the corresponding sulfoxide or sulfone 
derivs. thereof, leucine, isoleucine, allo-isoleucine, tert-leucine, 
pbeoylalulM, ornithine, alanine, norleucine, glutanine, valine, 
threonine, serine, o-alkyl serine, «sp«rtlo acid, 
^cyanoalanlne or allothreoniner or R30 and R32 together with the 
carbon atoms to which they are attached fom a cycloalkyl radical) R2 > 
e.g., alkyl, acyl, cycloalkyli R3. R33, R34 - e.g., H, alkyl, haloalkyli 
R4 - e.g., alkyl, haloalkyl. alkenyli R6 - H, alkylf are effective as 
retroviral protease inhibitors, and in particular as inhibitors of HIV 
protease. Thus, e.g., butanediaoide II was prepared by coupling of benzyl 
(R)-2,2,3-triaethylsuccinate (preparation given) with 2 (R) -hydroxy-3-n3- 
nethylbutyl) (phenylsulfonyl) amino] -1 (S) - (phenylaethyl) propylamine 

(preparation 

given) followed by benzyl ester hydrogenolysis and amidatlon, and 
exhibited IC50 - 2 nM for inhibition of HIV protease. 
AB Succinoylaaino hydroxyethylamino salfoBaid.de conpds. I or a 

phannaceutically acceptable salt or ester thereof, wherein p represents 0, 
1 or 2; n represents either 0 or li X' represents N(R34) or 0; or R33X* 
represents cycloalkyl or aryl radicals; Y and Y* each independently 
represent O or Si Rl, R30, R31 and R32 each Independently represent 
hydrogen, OR, (CH2)C(0)CH3, CH2S02NH2, 002CB3, C0NHCH3, CON(CH3)2, 
- CH2C(0)NHCH3, CH2C(0)N(CH3) 2, C0NH2. C(CH3)2(SH), C(CH3) 2 (SCH3) , 

C(CB3)2[S(0)CK3], C(CH3)2(S(0)2CH3} , alkyl, haloalkyl, alkenyl, alkynyl, 
aralkyl or cycloalkyl radicals, or the side chain of the amino acid 
asparaf'ne, S-Me cysteine or the corresponding sulfoxide or sulfone 
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derivs. thereof, leucine, isoleucine, allo-isoleudna, tart-> leucine, 
phenylalanloa, ornithine, alanine, norleucine, glutamine, valine, 
threonine, serine, o-alkyl serine, aspartle acid, 
p-cyanoalanine or allothreonine; or R30 and R32 together with the 
carbon atoms to which they are attached form a cycloalkyl radicali R2 ~ 
e.g., alkyl, aryl, cycloalkyli R3, R33, R34 - e.g., H, alkyl, haloalkyl; 
R4 - e.g., alkyl, haloalkyl, alkenyli R6 - U, alkyli are effective as 
retroviral protease inhibitors, and in particular as inhibitors of HIV 
protease. Thus, e.g., butanediamide II was prepd. by coupling of benzyl 
(R) -2,2,3- trlmethylsuccinate (prapn. given) with 2 (R) -hydroJty-3- [ (3- 
methylbutyl) (phenylsulfonyl) amino} -1 (S) - (phenylmethyl) propylamine (prapn. 
given) followed by benzyl ester hydrogenolysis and amidation, and 
exhibited IC50 - 2 nM for inhibition of HIV protease. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR(S) : 
CORPORATE SOURCE: 
SOURCE: 


DOCUMENT TYPE: 
LANGUAGE: 


CAPLUS COPYRIGHT 2005 ACS on STN 
1968:449725 CAPLUS 
69:49725 

Turbidimetric or nephelometric microbiological 
daterminations in synthetic madia. 
Laclarcq, S. 

Serv. Contr. Nad., Assoc. Phara. Balge. Belg. 
Journal de Pharmacia da Balglqua (1968), 23(3-4), 

155-83 

CODEN: JPBEAJf ISSN: 0047-2166 
Journal 
French 

Antibacterial and growth substances (25), including antibiotics, 
■ulfonaaldas. mercurials, quaternary ammonium compds., dienestrol, 
and vitamin D, were estimated miccobiol. with Escherichia coli, 
Staqahylococcus 

aureus. Streptococcus faecalis, Leuconostoc msenteroidas, and 
Lactobacillus arabinosus on 2 synthetic media with the resp. corapns.: 
glucose 50, NaOAc 40, hJH4Cl 6, KH2P04 1.2, K2HP04 1.2, HgS04 0.4, Mn(S04)2 
0.04, FeS04 0.02, NaCl 0.02, pyridoxine-HCl 0.002, pyridoxamine-HCl 
0.0006, pyridoxal-BCl 0.0006, nicotinic acid 0.002, riboflavine 0.001. Ca 
pantothenate 0.001, thiamine-HCl 0.001, p-aainobanzoic acid 0.0002, folic 
acid 0.00002, biotin 0.000002, asparagine 0.8, L-glutamic acid 0.6, 
DL-valine 0.5, L-lysine-HCl 0.5, OL-isoleucine O.S, DL-leucine 0.5, 
OL-arginine-HCl 0.5, DL-threonine 0.4, DL-alanine 0.4, DL-alanine 0.4, 
DL-methionine 0.2, L-a*partlc acid 0.2, glycine 0.2, DL- 
phenylalanlne 0.2, L-prollne 0.2, L-tyroslne 0.2, L-histidine-HCl 
0.124, DL-serine 0.1, L-cystine 0.1, DL- tryptophan 0.08, adenine sulfate 
0.02, guanina-KCl 0.02, uracil 0.02, and xanthine 0.02 g./l.i and XH2P04 
2, (NH4)2S04 1, 10:1 0.5. MgS04 0.05, Na lactate 10 g./l., H20 to 1 1. 
mixed with 5 ml. of solution containing ferric anmonium citrate 1, 
FaC13.6H20 

0.256, and CaC12 1 g./l. The effects of Inoculate concentration, test 
substance 

concentration, and incubation time on the estns. were determined Results 
were similar 

to those obtained with traditional media, but grovth was slower. 
Incubation overnight was generally successful. Use of the synthetic media 
eliminated fluctuations in tha results that are usually observed in 
natural madia due to variations in their compns. IS refarencas. 
Antibacterial and growth substances (25), including antibiotics, 
aulCoBaaidas, mercurials, quaternary ammonium conpds. , dienestrol, 
and vitamin D, were estimated microbiol. with Escherichia coli. 
Staphylococcus 

aureus. Streptococcus faecalis, Leuconostoc mesenteroides, and 
Lactobacillus arabinosus on 2 synthetic media with tha rasp, coaqans. : 
glucose 50, NaOAc 40, NH4C1 6. XH2P04 1.2, K2HP04 1.2, MgS04 0.4, Hn(S04)2 
0.04, Fe504 0.02, NaCl 0.02, pyridoxine-HCl 0.002, pyrldoxamine-HCl 
0.0006, pyridoxal-HCl 0.0006, nicotinic acid 0.002, riboflavine 0.001. Ca 
pantothenate 0.001, thiamine-HCl 0.001, p-arainobenzolc acid 0.0002, folic 
acid 0.00002, biotin 0.000002, asparagine 0.8, L-glutamlc acid 0.6, 
DL-valine 0.5, L-lysine-HCl 0.5, DL-isoleucine 0.5, DL-leucine 0.5, 
DL-arginlne-HCl 0.5, DL-threonine 0.4, DL-alanine 0.4, DL-alanine 0.4, 
DL-methionine 0.2, L-aspartlo acid 0.2, glycine 0.2, DL- 
phenylalanina 0.2, L-proline 0.2, L-tyroslne 0.2, L-histidine-HCl 
0.124. DL-sarina 0.1, L-cystina 0.1, DL-tryptophan 0.08, adenine sulfate 
0.02, guaRina-Kl 0.02, uracil 0.02, and xanthine 0.02 g./l.f and XH2P04 
2, (NH4)2S04 1, XCl 0.5. MgS04 0.05, Na lactate 10 g./l., H20 to 1 1. 
mixed with 5 ml. of solution containing farcic ammoniun citrate 1, 
FeC13 . 6H20 

0.256. and C8C12 1 g./l. Tha effects of inoculate concentration, test 
substance 


AB 


LIO ANSWER 1 OF 69 USPATFULL on STN 
AN 2005:138069 USPATFULL 

TI Stabilization and controlled delivary of ionic biopharmaceuticala 

IN Bae, You Ran, Salt Lake City, UT, UNITED STATES 
Kim, Jong Ho, Salt Lake City, UT, UNITED STATES 
Taluja, Ajay, Salt Lake City, UT, UNITED STATES 

PA University of Utah Research Foundation (U.S. corpocation) 

PI US 2005118718 Al 20050602 

AI US 2004-948077 Al 20040922 (10) 

PRAI US 2003-5O50S5P 20030922 (60) 

DT UtiUty 

FS APPLICATION 

LN.CNT 1183 

INCL INCLM: 435/45B.000 

INCLS: 530/350.000* 536/023. 200f 525/054.100; 525/0S4.200 
NCL NCLH: 435/458.000 

NCLS: 525/054. lOOf 525/054.200; 530/350. OOOl 536/023.200 
IC (71 

ICM: C12N015-88 

ICS: C07H021-04/ €0710)14-47 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


Lie ANSWER 2 OF 69 USPATFULL on STN 

AN 2005:112292 USPATFULL 

TI Substituted sulfonaoide-indoles 

IN Hu. Baihua, Audubon, PA, UNITED STATES 

PA VYETH, Haxlison, NJ, UNITED STATES (U.S. corporation) 

PI US 2005096377 Al 20050505 

US 2004*947839 Al 20040923 (10) 
US 2003*505603? 20030925 (60) 


PRAI 
DT 
FS 


UtIUty 
APPUCATION 
LN.CNT 2068 

INCL INCl>f: 514/419.000 

INCLS: 548/465.000; 548/492.000 
NCL NCLH: 514/419.000 

NCLS: 548/46S.000I 548/492.000 
IC (71 

XCH: C07D043*02 

ICS: A61X031*405 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


PA 


PI 
Al 
PRAI 


NCL 


ANSWER 3 OF 69 USPATFULL on STN 
2005:99618 USPATFULL 

Method and composition for treating osteoporosis 

Rao, Kanury Venkata Subba, New Delhi, INDIA 

tfani, Hohan Ranachandran, Maharashtra, INDIA 

Manivel, Venkatasany, New Delhi, INDIA 

Subrayan, Paranesvaran Perunninakulath, Goa, INDIA 

Singh, Vinod Kunar, Xanpur, INDIA 

Anand, Ramasamy Vijaya, Xanpur, INDIA 

Desa, Ehrlich, Goa, INDIA 

Mlshra, Cyan Chandra, Pune. INDIA 

Chatterjl, Anil, Goa, INDIA 

Council of Scientific K Industrial Research, New Delhi, INDIA (non-U. S. 
corporation) 

Al 20050421 

Al 20031230 (10) 
20031020 (60) 


US 2005085537 
US 2003-747671 
US 2003-512183P 
DT UtiUty 
FS APPLICATION 
LN.CNT 240S 

INCL INCUt: 514/517.000 

INCLS: 514/562.000; 514/566.000; 514/563.000 
NCLH: 514/517.000 

NCLS: 514/562.000; 514/563.000) 514/566.000 

IC [7J 

IC«: A61K031-255 

ICS: A61K031-195 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


HO ANSWER 4 OF 69 USPATFULL on STN 
AN 2005:93581 USPATFULL • 

TI Preparation of prodrugs for selective drug delivery 
IN Hills, Randell L., Cranbury, NJ, UNITED STATES 

VU, Guo-Zhaog, Balls Head« NJ, UNITED STATES 
FX US 2005080260 Al 20050414 

Al US 2004-828558 Al 20040421 (10) 
PRAI US 2003-464354P 20030422 (60) 
DT Utility 
FS APPLICATION 
LN.CNT 6201 

INCL INCLM: 544/237.000 

INCLS: 564/338.000 
NCL NCLH: 544/237.000 

NCLS: 564/338.000 
IC [7] 

ICM: C07D237-30 

ICS; C07C211-27 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO MfStfER 5 OF 69 USPATPULL on STN 
AN 2005:69466 USPATFULL 

TI Process for preparing peptldyl heterocyclic ketone derivatives 
IN Breslav, Hichael. Maple Glen, PA, UNITED STATES 
Harris, Bcxice, Lansdowe, PA, UNITED STATES 
Kenney, Birdella, North Wales, PA. UNITED STATES 
Haier. Thomas, Stockach, GERMANY, FEDERAL REPUBLIC OF 
Roessler, Armin, Tengen, GERMANY. FEDERAL REPUBLIC OF 
VilUni, Frank, Ferkasle, PA, UMITBO STATES 
Veiglv Ulrich, Hilzingen, GERMANY, FEDERAL REPUBLIC OF 
Zhang-Plasket, Fan, Villotf Grove, PA, UNITED STATES 
Zheng, Hua, Maple Glen, PA, UNITED STATES 
PI US 2005059607 Al 20050317 

AI US 2004-902755 Al 20040729 (10) 
PRAI US 2003-492646P 20030805 (60) 
.20040429 (60) 


DT 
FS 


US 2004-566374P 
UtiUty 
APPLICATION 


LH.CNT 3604 
INCL INCLH: 514/018.000 

INCLS: 514/019.0001 514/565.0001 530/331. OOOi 562/560.000 
NCL NCLM: 514/018.000 

NCLS: 514/019.0001 514/565.000} 530/331. OOOf 562/560.000 
IC [7] 

ICM: A611C038-05 

ICS: A61X038-04t A61X031-198 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 6 OF 69 USPATFULL on STN 
AH 2005:65174 USPATFULL 

TI Gene expression by positive feedback activation of a cell type-specific 
proaoter 

IN Vile, Richard G.. Rochester, MN, United States 

Cough, Michael, Rochester, KN, United States 
PA Hayo Foundation for Medical Education and Research, Rochester, HN, 
United States (U.S. corporation) 
US 6867036 Bl 2005031S 

US 2000-721391 20001122 (9) 

US 1999-16708SP 19991123 (60) 
DT UtiUty 
FS GRANTED 
LN.CNT 1964 
INCL lUCm: 
INCLS: 
NCL NCLM: 
NCLS: 
IC [7) 

ICH: C12N015-00 
ICS: C12N015-63t C07H021-04 
EXF 424/93.1* 424/93. 2t 435/320.11 435/70.1i 514/44t 536/23. 1-23. 5i 536/24.1 
CAS INDEXING IS AV3aLABLB FOR THIS PATENT. 


PI 
AI 

PRAI 


435/320.100 

435/455.000; 536/024.100 
435/320.100 

435/455.000; 536/024.100 


LIO ANSVER 7 OF 69 USPATFULL on STN 
AN 2005:38171 USPATFULL 

TI Process for preparing prodrugs of benzenesulfonaaide-containiim OOX-2 
inhibitors 

IN Talley, John J., Boston, MA, UNITED STATES 

Malecha, James W., Libertyville, XL, UNITED STATES 

Bertenshaw, Stephen, Cheshire, CT, UNITED STATES 

Graneto, Matthew J., Chesterfield, MO, UNITED STATES 

Carter, Jeffery S., Chesterfield, MO, UNITED STATES 

Li, Jinglin, Hopewell, NJ, UNITED STATES 

Nagarajan, Srinivasan R., Chesterfield, HO, UNITED STATES 

Brown, David L., Chesterfield, MO, UNITED STATES 

Rogier, Donald J., JR., Kalamazoo, MI, UNITED STATES 

Penning, Tho&as D., Elahurst, IL, UNITED STATES 

Khanna, Ish X., Libertyville, IL, UNITED STATES 

Xu, Xiangdong, Gurnee, IL, UNITED STATES 

tfeier, Richard M., Lake Bluff, IL, UNITED STATES 
PA Pharmacia Corporation (U.S. corporation) 
PI US 2005032851 Al 20050210 

AI US 2004-939952 Al 20040913 (10) 

RLI Division of Ser. No. US 2002-178697, filed on 24 Jun 2002, GRANTED, Pat. 
-No. US 6815460 Division of Ser. No. US 2000-661859, filed on 14 Sep 
2000, GRANTED, Pat. No. US 6436967 Continuation of Ser. No. US 
1999-142993, filed on 18 Mar 1999, ABANDONED A 371 of International Sec. 
No. VO 1997-US5497, filed on 11 Apr 1997, PENDING Continuation-in-part 
of Ser. No. US 1996-631514, filed on 12 hpz 1996, ABANDONED 

DT UtiUty 

FS APPLICATION 

LN.CNT 2775 

INCL INCLM: 514/357-000* 

INCLS: 514/365.000; 514/374. 000» 514/396.000; 514/372.000; 514/378.000; 

514/394.000; 514/406.000; 514/408.000; 514/471.000; 514/602.000; 
564/086.000; 546/336.000; 548/200.000; 548/ZlS.OOO; 54B/305.400 
NCL NCm: 514/357.000 

NCLS: 514/365.0001 514/372.000; 514/374.000; 514/378.000; 514/394.0001 
514/396.0001 514/406.0001 514/408. OOOi 514/471.000; 514/602.0001 
546/336.000; 54 8/ 200. OOOi 548/215. OOOi 548/305. 4 00 i 564/086.000 

IC 17} 

ICH: A61K031-44 

ICS: A61K031-4251 A61K031-42i A61K031-415i A61K031-341 A61X031-18 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 8 OF 69 USPATFULL on STN 
AN 2005:38113 USPATFULL 

TI 2-anino-bonzoxazinone3 for the treatnent of viral infections 
IN Abood, Norman, Morton Grove, IL, UNITED STATES 

Flynn, Daniel L. , Mundelein, IL, UNITED STATES 

Becker, Daniel P., Glenviev, IL, UNITED STATES 

Bax, Brian M., Irvine, CA, UNITED STATES 

Li, Hui, Vernon Hills, IL, UNITED STATES 

Nosal, Roger A., Buffalo Grove, IL, UNITED STATES 

Schretzman, Lori A., Gurnee, IL, UNITED STATES 

Villamil, Clara I., Glenview, IL, UNITED STATES 
PA G.O. Searle t Co., Chicago, IL, UNITED STATES (U.S. corporation) 
PI US 2005032793 Al 20050210 

AI US 2003-728946 . Al 20031208 (10) 

RU Continuation of Ser. No. US 2002-35433, filed on 4 Jan 2002, GRANTED, 

Pat. NO. US 6683077 Continuation of Ser. No. US 2000-502038, filed on 11 
Feb 2000, GRANTED, Pat. No. US 6380189 Continuation of Sec. No. US 
1999-952624, filed on 15 May 1998, ABANDONED A 371 of International Ser. 
No. WO 1996-US7526, filed on 23 Hay 1996, PENDING 

DT UtiUty 

FS APPLICATION 

LN.CNT 4757 

INCL INCUf: 514/230.500 

INCLS: 544/092.000 - 

NCL NCLM: 514/230.500 

NCLS: 544/092.000 
IC £7] 

ICM: C07D265-12 

ICS: A61K031-53S 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 9 OF 69 USPATFULL on STN 
AN 2005:4155 USPATFULL 

TX Biological san^le coaiponont purification and differential display 

IN Zuckernann, Ronald N., Bl Cerrlto, CA, UNITED STATES 
Beausoleil, Eric, San Francisco, CA, UNITED STATES 
Vachovicz, Matthew, San Francisco. CA, UNITED STATES 
Kothakota, Srinivas, Santa Monica, CA, UNITED STATES 

FA Chiron Corporation, E&aryvllle, CA (U.S. corporation) 

FI US 2005003558 Al 20050106 

AI US 2004-8372B8 Al 20040429 (10) 

RLI Division of Ser. No. US 2000-704422, filed on 1 Nov 2000, GRANTED, Pat. 

No. US 6783929 
PBAI US 1999-163110P 19991102 (60) 

US 1999-169160P 19991206 (60) 
DT Utility 
F5 APPLICATION 
LN.CNT 1283 

INCL INCLH: 436/518.000 
HCL HCUl: 436/518.000 
IC 17) 

ICM: 601N033-543 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO AHStfER 10 OF 69 USPATFULL on STN 
AN 2004:319515 USPATFULL 

TI Acoustic ejection of fluids from a plurality of reservoirs 
IN Ellson, Richard N., Palo Alto, CA, UNITED STATES 

Foote, Janes K.. Cupertino, CA, UNITED STATES 

Mutt, Mitchell v., Palo Alto, CA, UNITED STATES 
PI US 2004252163 Al 20041216 

AI US 2003-623487 Al 20030718 (10) 

RLI Continuation of Ser. No. US 2001-964212. filed on 25 Sep 2001, GRANTED, 
Pat. No. US 6666541 Continuation-in-part of Sec. No. US 2000-727392, 
filed on 29 Nov 2000, ABANDONED Continuation-in-part of Ser. No. US 
2000-669996, filed on 25 Sep 2000. ABANDONED 

DT UtlUty 

FS APPLICATION 

LM.CNT 2548 

INCL INCLM: 347/046.000 
NCL NCIH: 347/046.000 
IC (7J 

XCM: B41J002-135 


LIO ANSWER 11 OF 69 USPATFULL on STN 

AN 2004:227324 USPATFULL 

TI Method for in situ, on-chip cheiaical synthesis 

IN Haushalter, Robert C, Los Gatos, CA, UNITED STATES 


20040909 
1 20031106 (10) 

20020522 
20010522 (60) 


PI US 2004175710 

AI US 2003-477085 

WO 2002-US16403 
PRAI US 2001-292788P 
DT Utility 
FS APPLICATION 
LN.CNT 1564 

INCL INCLH: 435/006.000 

INCLS: 435/287. 200 > 427/002.110 
NCL NCLM:« 435/006.000 

NCLSt 427/002.110* 435/287.200 
IC [7] 

ICM: C12Q001-68 

ICS: B05D003-00I C12H001-34 
CAS INDEXING IS AVAILABLE FOR THIS PATENT 


LIO ANSWER 12 OF 69 USPATFULL on STN 
AN 2004:217810 USPATFULL 

TI Biological sasqile component purification and differential display 
IN Zuckermann, Ronald N., El Cerrlto, CA, United States 
Beausoleil, Eric, San Francisco, CA, United States 
Wachovicz, Matthew, San Francisco, CA, United States 
Kothakota, Srinivas, Santa Monica, CA, United States 
Chiron Corporation, Eneryville, CA, United States (U.S. corporation) 


PRAI 


DT 
FS 


NCL 


EXF 


20040831 
20001101 (9) 
19991206 (60) 
19991102 (60) 


US 6783929 
US 2000-704422 
US 1999-169160P 
US 1999-163H0P 
UtiUty 
GRANTED 
LN.CNT 1110 

INCL INCLH: 435/004.000 

INCLS: 435/007.100} 435/007.9001 435/007.9201 435/814.000; 436/164.0001 
436/177.0001 436/518.0001 436/524.0001 436/528. OOOi 210/600. OOOi 
210/634.000; 210/644.0001 210/645. OOOi 210/649. OOOi 210/650. OOOi 

210/651.000; 210/656.000 
NCLM: 435/004.000 

NCLS: 210/600.0001 210/634. OOOi 210/644. OOOi 210/645.0001 210/649.0001 
210/650.0001 210/651.0001 210/656.000i 435/007,1001 435/007. 900i 
435/007.9201 435/814. OOOi 436/164.0001 436/177. OOOi 436/518.000; 
436/524.0001 436/528.000 

[7] 

ICM: G01NO33-53 
ICS: G01N033-543 

435/4; 435/7.1; 435/7.9; 435/7.92; 435/8141 435/6i 436/5181 436/5241 
436/528; 436/164; 436/177; 210/600; 210/6341 210/6441 210/6451 
210/649-651; 210/656; 210/660 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 13 OF 69 U5PATFULL on STN 
AN 2004:171391 USPATFUU. 

TI Bioconjugates of metal cooplexes of latrogen-containing macrocyclic 
ligartds 

IN Neumann, VilUaD L., Ballvin, NO, UNITED STATES 

Riley, Dennis P., Chesterfield, HO, in^ITED STATES 

Veiss, Randy H., St. Louis, MO, UNITED STATES 

Henke, Susan L., tfebster Grovee. HO, UNITED STATES 

Lennon, Patrick J. , Vebstec Graves, HO, UNITED STATES 

Aston, Karl V., Pacific, HO, UNITED STATK 
PA HetaPhore Pharoaceuticals, Inc. (U.S. corporation) 
PI US 2004131550 Al 20040708 

AI US 2003-737486 Al 20031216 (10) 

RLl continuation of Ser. No. US 20O3-4OS044, filed on 1 Apr 2003, PENDING 

Division of Ser. No. US 1996-698631, filed on 16 Aug 1996, ABANDONED 
PRAI US 1995-2394P 19950817 (60) 

DT Utility 
FS APPLICATION 
LN.CNT 1B04 

INCL INCIH: 424/009-363 
NCL NCLM: 424/009.363 
IC (7) 

lOf: A61K049-00 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LID ANSWER 14 OF 69 USPATFULL on STN 
AN 2004:137207 USPATFULL 

TI Non-tosic corrosion-protection pigments based on rare earth elements 

IN Phelps, Andrew Wells, Kettering. OB, UNITED STATES 

Sturgill, Jeffrey Allen, Fairborn, OH, UNITED STATES 
Svartzbaugh, Joseph Thomas. Clayton, QB, UNITED STATES 

PI US 2004104377 Al 20040603 

AI US 2003-6258BS Al 20030723 (10) 

RLI ContinuaUon-ln-part of Ser. No. US 2002-37576, filed on 4 Jan 2002, 

PENDING 
DT UtiUty 
FS APPLICATION 
LN.CNT 17574 

INCL INCLM: 252/387.000 

INCLS: 252/389. 200i 252/389. 400f 252/389.500; 252/389. S20i 252/389. 530f 
252/389. 540^ 252/389.610 
NCL NCLM: 252/387.000 

NCLS: 252/389. 200« 252/389.400; 252/389.500; 252/389.520; 252/389.530; 
252/389.540; 252/389.610 

IC [71 

ICM: C09K003-00 
CAS INDEXING IS AVAILABLE FOR TBIS PATENT. 


LIO ANSWER 15 OF 69 USPATFULL on STN 
AN 2004; 114645 USPATFULL 

TI Electrophilic ketones for the treatment of herpesvirus infections 
IN Flynn, Daniel L., Clarkson Valley, HO, UNITED STATES 

Williams, Kenneth, Evanston, IL, UNITED STATES 

Bockerman, Susan L., Chicago, IL, UNITED STATES 

Zablocki. Jeffrey, Lafayette, CO, UNITED STATES 
PI US 2004087491 Al 20040506 

AI US 2003-696940 Al 20031030 (10) 

RLI Division of Ser. No. US 2000-712002, filed on 14 Nov 2000, GRANTED, Pat. 
No. US 6673784 Continuation of Ser. No. US 1998-221016, filed on 23 Dec 
1998, ABANDONED Continuation of Sec. No. US 1996-620681, filed on 19 Hac 
1996, ABANDONED 

DT Utility 

FS APPLICATION 

LN.CNT 2073 

INCL INCIM: 514/002.000 

INCLS: 514/485.000; 514/535.000; 514/594.000; 514/522.000; 530/300.000; 
558/415.000; 560/024.000; 564/050.000 
NCL NCUl: 514/002.000 

NCLS: 514/485.000; 514/522.000; 514/535.000; 514/594.000; 530/300.000; 
558/415.000; 560/024.000; 564/050.000 

IC {71 

ICM: A61K038-00 

ICS: A61X031-277; A61K031-325 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 16 OF 69 USPATFULL on STN 
AN 2004:76128 USPATFULL 

TI Hethods of diagnostic image analysis using bioconjugates of metal 
complexes of nitrogen-containing macrocyclic ligands 

IN Neumann, tfilUam L., Ballwin, MO, UNITED STATES 
Riley, Dennis P., Balltrin, HO, UNITED STATES 
Weiss, Randy H., St. Louis, HO, UNITED STATES 
Henke, Susan L., Webster Groves, HO, UNITED STATES 
Lennon, Patrick J., Clayton, MO, UNITED STATES 
Aston, Karl W., Pacific, MO, UNITED STATES 

PA MetaPhore Pharmaceuticals, Inc. (U.S. corporation) 

PI US 2004057904 Al 20040325 

AI US 2003-405044 Al 20030401 (10) 

RLI Division of Ser. No. US 1996-698631, filed on 16 Aug 1996, ABANDONED 

DT Utility 

FS APPLICATION 

LN.CNT 1803 

INCL INCU1: 424/009.363 
NCL NCUf: 424/009.363 
IC [7] 

ICM: A61K049-00 
CAS INDEXING IS AVAILABLE FOR TBIS PATENT. 


LIO ANSWER 17 OF 69 USPATFUU on STN 
AN 2004:28416 USPATFULL 

TI Non- toxic corrosion-protection conversion coats based on can earth 
elements 

IN Phelps, Andrew Veils. Kettering. OH, UNITED STATES 

Sturgill, Jeffrey Alien, Fairborn, OH, UNITED STATES 
Svartzbaugh, Joseph Thooas, Clayton, OH, UNITED STATES 

?Z US 2004020568 Al 20040205 

AI US 2003*625915 Al 20030723 (10) 

RLI Continuation-in-part of Ser. No. US 2002-38274, filed on 4 Jan 2002, 

PENDING 
DT UUUty 
FS APPUCATIOM 
LN.CNT 19239 

INCL INCLM: 148/273.000 
NCL NCLM: 148/273.000 
IC t7] 

ICM: C23C022-48 
CAS INDEXING IS AVAIIABLE FOR THIS PATENT. 


LIO ANSVER 18 OF 69 USPATFUU. on STN 
AN 2004:23078 USPATFUU. 

TI Non-toslc corrosion-protection rinses and seals based on rare earth 
elenents 

IN Phelps, Andrew Veils, Kettering, OH, UNITED STATES 

Sturgill, Jeffrey Allen, Fairborn, OH, UNITED STATES 
Svartzbaugh, Joseph Thoi&as, Clayton, OH, UNITED STATES 

PI US 2004016910 Al 20040129 

AI US 2003-625886 Al 20030723 (10) 

RLI Continuation-in-part of Ser. No. US 2002-38150, filed on 4 Jan 2002. 

PENDING 
DT UUUty 
FS APPLICATION 
LN.CNT 18631 

INCL INCIM: 252/387.000 
NCL NCLM: 252/387.000 
IC (71 

ICH: C09X003-00 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 19 OF 69 USPATFULL on STN 
AN 2004:15958 USPATFULL 

TI Non-toxic corrosion-protection pigments based on manganese 
IN Sturgill, Jeffrey A., Fairborn, OH, UNITED STATES 

Phelps, Andrew Veils, Kettering, OH, UNITED STATES 
PI US 2004011252 Al 20040122 

AI US 2003-341435 Al 20030113 (10) 
DT UtiUty 
FS APPLICATION 
LN.CNT 17481 

INCL INCLM: 106/401.000 

INCLS: 423/599.000; 427/327.000; 427/299.000; 106/479.000; 106/481.000; 

106/499.000; 106/455.000; 106/436.000; 106/450.000; 106/014.110; 

106/014.150; 106/014.120; 106/014.220; 106/014.410; 106/014.420; 

106/014.430; 106/014.440 
NCL NClMt 106/401.000 

NCLS: 106/014.110* 106/014.120; 106/014.150; 106/014.220; 106/014.410; 

106/014.420* 106/014.430; 106/014.440; 106/436.000; 106/450.000; 

106/455.000; 106/479.000; 106/481.000; 106/499.000; 423/599.000; . 

427/299.000; 427/327.000 

IC [71 

ICM: C01G045-00 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 20 OF 69 USPATFULL on STN 
AN 2004:13401 USPATFULL 

TI Peptide analogs as irreversible interleulcin-lbeta protease Inliibitors 
IN Dolle, Roland E., King of Prussia, PA, UNITED STATES 

Osifo, Irennegbe K. , Vest Chester, PA, UNITED STATES 

Schmidt, Stanley J., Chester Springs, PA, UNITED STATES 

Hoyer, Denton W., EKton, PA, UNITED STATES 

Ross, Tina Morgan, Audubon, FA, UNITED STATES 

Chaturvedula, Prasad V., Exton, PA, UNITED STATES 

Prouty, Catherine P., Wayne, PA, UNITED STATES 

Avad, Hoharaed N.A., Frazer, PA, UNITED STATES 

Salvino, Joseph M., Schwenksville, PA, UNITED STATES 

Binker, James M. , Schwenksville, PA, UNITED STATES 

Lodge, Eric P., Pottstown, PA, UNITED STATES 

Singh, Jasbir, Gilbertsville, PA, UNITED STATES 

Ator, Nark A., PaoU, PA, UNITED STATES 
PI US 2004009923 Al 20040115 

AI US 2003-347641 Al 20030116 (10) 

RLI Division of Ser. No. US 1999-4219S4, filed on 20 Oct 1999, GRANTED, Pat 
No. US 6576614 Division of Ser. No. US 1996-679350, filed on 10 Jul 
1996, GRANTED, Pat. No. US 598S83S Continuation of Ser. No. US 
1995-371723, filed on 12 Jan 1995, ABANDONED Continuation-in-part of 
Ser. No. US 1993-55051, filed on 29 J^r 1993, ABANDONED 

DT UtiUty 

FS APPLICATION 

LN.CNT 1289 

INCL INCLM: 514/017.000 

INCLS: 514/018.000; 514/019.000; 530/330.000; 530/331.000 
NCL NCLM: 514/017.000 

NCLS: 514/018.000; 514/019.000; 530/330.000; 530/331.000 
IC [7] 

ICM: A61X038-08 

ICS: A61X038-06; A61K038-04; C07K005-06; C07K005-04 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 21 OF 69 USPATFULL on STN 
AN 2004:4461 USPATFULL 

Blectrophllic ketones foe the treatment of herpesvirus infections 
Flynn, Daniel L., Clarkson Valley, KO, United States 
Zablocki, Jeffery, Lafayette, CO, United States 
Villiaas, Kenneth, Evanston, IL, United States 
Rockeman, Susan L., Chicago, IL, United States 
G. D. Searle 4 Co., Chicago, ZL, United States (U.S. corporation) 
US 6673784 Bl 20040106 

US 2000-712002 20001114 (9) 

continuation of Ser. No. US 1998-221016, filed on 23 Dec 1998, nov 
abandoned Continuation of Sec. No. US 1996-620681, filed on 19 Har 1996, 
nov abandoned 

DT UtiUty 
FS GRANTED 
LN.CKT 1874 

514/183.000 

514/252.110/ 514/255.010/ 514/354.000/ 514/357.000/ 514/415.000/ 
514/419.000/ 514/443.000/ 514/449.000/ 514/469.000/ 514/473.000/ 
544/406.000; 546/314.000/ 546/329.000/ 548/470.000/ 548/492.000/ 
548/530.000/ 549/462.000/ 549/469.000/ 549/467.000/ 549/468.000/ 
549/479.000/ 549/487.000 
514/183.000 

514/252.110/ 514/255.010/ 514/354.000/ 514/357.000/ 514/415.000/ 
514/419.000/ 514/443.0001 514/448. OOOi S14/469.000> 514/473.000/ 
544/406.000/ 546/314.000/ S46/329.000i 548/470. OOOi 548/492.000/ 
548/530.000/ 549/462.000/ 549/467.000/ 549/468.000/ 549/469.000/ 

549/479.000/ 549/487.000 


IN 


RLI 


INCL 


NCL 


INCLH: 
IKCLS: 


NCUl: 
NCLS: 


IC 


[7] 
ICM: 
ICS: 


A61K031-33 

C07D241-02/ C07D213-00/ C07D209-00/ C07D307-02 
EXF 514/183/ 514/354/ 514/252.11/ 514/357/ 514/255.01/ 514/415/ 514/419/ 

514/443/ 514/448/ 514/469/ 514/473/ 544/406/ 546/314/ 546/329/ 548/470/ 

548/492/ 548/530/ 549/462/ 549/469/ 549/467/ 549/468/ 549/479/ 549/483/ 
549/487 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSVER 22 OF 69 USPATFULL on STN 
AN 2003:333199 USPATFULL 

TI Non-toBic corrosion-protection conversion coats based on cobalt 

IN Sturglll, Jeffrey Allen, Fairborn, OH. UNITED STATES 
Phelps, Andrew Veils, Kettering, OH, UNITED STATES 
Svartzbaugh, Joseph Thooas, Phillipsburg, OH, UNITED STATES 

PI US 2003234063 Al 20031225 

AI US 2002-38274 Al 20020104 (10) 

OT UtiUty 

FS APPLICATION 

LN.CNT 18145 

INCL INCLH: 148/273.000 
NCL NCLM: 148/273.000 
IC 17) 

ICM: C23C022-48 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSVER 23 OF 69 USPATFULL on STN 
AN 2003:328167 USPATFULL 

TI Noft-tOBic corrosion-protection rinses and seals based on cobalt 

IN Sturgill, Jeffrey Allen, Fairborn, OH, UNITED STATES 
Phelps, Andrew Veils, Kettering, OH, UNITED STATES 
Swartzbaugh, Joseph Thomas, Phillipsburg, OR, UNITED STATES 

PI US 2003230363 Al 20031218 

AI US 2002-38150 Al 20020104 (10) 

DT UtiUty 

FS APPLICATICW 

LN.CNT 17689 

INCL INCU1: 148/243.000 

INCLS: 148/246.000/ 148/247.000/ 148/253.000/ 148/259.000/ 148/260.000/ 
148/261.000/ 148/262.000/ 146/263.000 
NCL NCLM: 148/243.000 

NCLS: 148/246.000/ 148/247.000/ 148/253.000/ 148/259.000/ 148/260.000/ 
148/261.000/ 148/262.000/ 148/263.000 

IC {7] 

ICH: C23C022-00 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSVER 24 OF 69 USPATFULL on STN 
AN 2003:250422 USPATFULL 

TI Bacteriocin-roetal complexes in the detection of pathogens and other 

biological analytes 
IN Olstein, Alan D., Mendota Heights, HN, UNITED STATES 

Feirtag, Joellen, St. Paul, MN, UNITED STATES 
PI US 2003175207 Al 20030918 

AI US 2002-82618 Al 20020222 (10) 

DT UtiUty 
FS APPLICATION 
LN.CNT 1973 

INCL INCIH: 424/001.490 

INCLS: 424/009.340/ 530/322.000/ 435/007.320 
NCL NCLM: 424/001.490 

NCLS: 424/009.340/ 435/007.320/ 530/322.000 
IC {71 

ICMt A61K051-00 

ICS: G01N033-554f G01N033-569/ C07K009-00 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSVER 25 OT 6» USPATFULL on S7N 
AN 2003:213653 USPATFULL 

TI H«thod of icsaobillzing biologically 8cti.v« aolcculis for assay purposes 

in a oicc-ofluidic foraat 
IN Robotti, Karla, Mountain View, CA, UNITED STATES 
PI US 2003148291 Al 20030807 

AI US 2002-7252S Al 20020205 (10) 

OT UtiUty 
FS APPLICATION 
m.CNT 1370 

INCL INCLK: 435/006.000 

INCLS: 435/007. 900» 436/527.000 
NCL NCLM: 435/006.000 

NCLS: 435/007.900; 436/527.000 
IC [71 

ICH: Cl2Q001-6a 

ICS: G01N033-S3> C01N033-542f G01N033-552 
CAS INDEXING IS AVAILABLE FOR THIS PATE3IT. 


LIO ANSVER 26 OF 69 USPATFULL on STN 
AN 2003:200867 USPATFULL 

TI High density oolecular arrays on porous surfaces 
IN Ellson, Richard N., Palo Alto, CA, UNITED STATES 

Kutz, Mitchell v., Palo Alto, CA, UNITED STATES 

Foote, James K., Cupertino, OA, UNITED STATES 
PI US 2003138852 Al 20030724 

AI US 2003-338158 Al 20030107 [10) 

RU Continuation of Ser. No. US 2001-964215, filed on 2S Sep 2001, PENDING 
Continuation-in-part of Ser. No. US 2000-727392, filed en 29 Nov 2000, 
ABANDONED Continuatlon-in-part of Ser. No. US 2000-669996, filed on 25 
Sep 2000. ABANDONED 

DT Utility 

FS APPLICATION 

LM.CNT 2400 

INCL INCUl: 435/007.100 

INCLS: 435/006.000; 436/518.0001 427/002.110 
NCL NCIH: 435/007.100 

NCLS: 427/002. llOi 435/006.000} 436/516.000 
IC 17] 

ICM: C12Q001-68 

ICS: G01N033-53f G01N033-543i BOS0003-00 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 27 OF 69 USPATFULL on STN 
AN 2003:173873 USPATFULL 

TI Electrophilic ketones for the treatment of herpesvirus Infections 
IN Flyna, Daniel L., Clarkson Valley, MO, UNITED STATES 

Zablocki, Jeffery, Lafayette, CO, UNITED STATES 

VilUams, Kenneth, Bvanston, IL, UNITED STATES 

Hockeman, Susan L. , Chicago, IL, UNITED STATES 
FA G. D. Searle £ Co., Corporate Patent Department, Chicago, IL (U.S. 

corporation) 
PI US 2003119721 Al 20030626 

US 6673788 B2 20040106 

AI US 2002-303596 Al 20021125 (10) 

RLI Division of Ser. No. US 2000-712002, filed on 14 Nov 2000, PENDING 

Continuation of Ser. No. US 1998-221016, filed on 23 Dec 1998, ABANDONED 
Continuation of Ser. No. US 1996-620681, filed on 19 Mar 1996, ABANDONED 

DT Utility 

FS APPLICATION 

LN.CNT 2118 

INCL INCUl: 514/002.000 

INCLS: 514/317.000; 514/357.000; 514/256.000; 514/252.120; 514/237.800; 

514/365.000; 514/400.000; 514/374.000; 514/415.000; 514/438.000; 

514/471.0001 514/616.000; 530/324.000; 544/159.000; 544/330.000; 

544/402.000; 546/229.000; 546/329.000; 548/204.000; 548/236.000; 

548/335.500; 548/496.000; 564/152.000 
NCL NCLM: 514/183.000 
NCL NCUl: 514/002.000 

NCLS: 514/476.000; 514/535.000; 514/538.000; 514/646.000; 514/678.000; 

514/688.000; 514/237.800; 514/252.120; 514/256.000; 514/317.000; 

514/357.000; 514/365.000; 514/374.000; 514/400.000; 514/415.000; 

514/438.000; 514/471.000; 514/616.000; 530/324.000; 544/159.000; 

544/330.000; 544/402.000; 546/229.000; 546/329.000; 548/204.000; 

548/236.000; 548/335.500; 548/496.000; 564/152.000 

10 (7] 

ICH: A61K038-10 

ICS: .A61K031-445; A61K031-495; A61X031-537; A61X031-426; A61K031-421; 
A61K031-381; A61K031-165 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 28 OF 69 USPATFULL on STN 
AN 2003:155650 USPATFULL 

TI Peptide analogs as irreversible interleukin-l^ protease Inhibitors 
IN Oolle, Roland B., King of Prussia, PA, United States 

Osifo, Irennegbe K. , V. Norriton, PA, United States 

Schraidt, Stanley J., Chester Springs, PA, United States 

Hoyer, Denton V., Exton, PA, United States 

Ross, Tina Morgan, Audubon, PA, United States 

Chaturvedula, Prasad V., Cheshire, CT, United States 

Prouty, Catherine P., Doylestovn, PA, United States 

Awad, Mohamed M. A., Westerly, RI, United States 

Salvino, Joseph M., Schwenksville, PA, United States 

Rinker, James M., Kamden, CT, United States 

Lodge. Eric P., Glendale, AZ, United States 

Singh, Jasbir, -Gilbertsville, PA, United States 

Ator, Mark A., Paoli, PA, United States 
PA Vertex Phamaceuticals Incorporated, Caadiridge, MA, United States (U.S. 

corporation) 
PI US 6576614 Bl 20030610 

AI US 1999-421954 19991020 -(9) 

RLI Division of Ser. No. US 1996-679350, filed on 10 Jul 1996, now patented, 
Pat. No. US 5985838 Continuation of Ser. No. US 1995-371723, filed on 12 
Jan 1995, nov abandoned Continuation-in-part of Ser. No. US 1993-55051, 
filed on 29 Apr 1993, now abandoned 

DT UtiUty 
FS GRANTED 
LN.CNT 1316 

INCL IHCIM: 514/019.000 

INCLS: 514/017.000; 514/018.000; 530/330.000; 530/331.000; 562/571.000 
NCL NCLM: 514/019.000 

NCLS: 514/017.000; 514/018.000; 530/330.000; 530/331.000; 562/571.000 
IC [7] ^ 

ICM: C07K005-06 
EXF 530/330; 530/331; 514/18; 514/19; 514/17; 562/571 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 29 OF 69 USPATFULL on STN 
Ml 20031100176 USPATTULL 

TI Process for preparing prodrugs of benzenesulfonanide-containing cos-2 

inhibitors 

IN Talley, John J., Boston, MA, UNITED STATES 

Malocha, James W. , Libertyville, IL, UNITED STATES 

Bertenshsv, Stephen, Cheshire, CT, UNITED STATES 

Granato, Matthew J., Chesterfield, HO, UNITED STATES 

carter, Jeffary S., Chesterfield, HO, UNITED STATES 

Li. Jinglin, Hopevell, NJ, UNITED STATES 

Nagarajan, Srinivasan, Chesterfield, HO, UNITED STATES 

Bro*m, David L, , Chesterfield, KO, UNITED STATES 

Bogier, Donald J., JR., Kalaioazoo, HI, UNITED STATES 

Penning, Thooas D. , Elmhurst, IL, UNITED STATES 

Khanna, Ish K. , Libertyville, IL, UNITED STATES 

Xu, Xiangdong, Gurnee. IL, UNITED STATES 

Veier, Richard H., Lake Bluff, IL, UNITED STATES 
PA Pharnacia Corporation (U.S. corporation) 
PI US 20030692B7 Al 20030410 

US 681S460 B2 20041109 

Al US 2002-178697 Al 20020624 (10) 

RLI Division of Ser- No. US 2000-661859, filed on 14 Sep 2000, GRANTED, Pat. 
No. US 6436967 Continuation of Ser. No. US 1999-142993, filed on 18 Mar 
1999, ABANDONED A 371 of International Ser. No. tfO 1997-US5497, filed on 
11 Apr 1997, PENDING A 371 of International Ser. No. US 1996-631514, 
filed on 12 J^>r 1996, ABANDONED 

DT UUlity 

FS APPLICATION 

LN.CNT 3285 

INCL INCLM: 514/357.000 

INCLSs 514/422.000* 514/408.000; 514/602. OOOj 546/330. OOOi 548/577.000; 
548/517.000; 564/084.0001 564/086.000 
NCL NCU4: 514/378.000 
NCL NCUi: 514/357.000 

NCLS: 548/247.000; 514/408.000; S14/422.000i 514/602.000; 546/330.000; 
548/517. COO; 548/577.000; 564/084.000; 564/086.000 

IC (7] 

lOfi A61K031-44 

ICSt A61X031-4025; A61X031-40I A61R031-18 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 30 OF 69 USPATFULL on STN 
AN 2003:85917 USPATFULL 

TI Focused acoustic energy in the preparation of peptide arrays 
IN Mutz, Mitchell tf., Palo Alto. CA, UNITED STATES 

Ellson, Richard N., Palo Alto, CA, UNITED STATES 
PI US 2003059522 Al 20030327 

Al US 2002-271940 Al 20021015 (10) 

RLI Continuation of Ser. No. US 2001-963173, filed on 25 Sep 2001, PENDING 
Continuation-in-part of Ser. No. US 2000-669997, filed on 25 Sep 2000, 
ABANDONED 

DT UtiUty 

FS APPLICATION 

LN.CNT 1750 

INCL INCLM: 4 27/002.110 

INCLS: 435/007. 900j 435/287.200 

NCLM: 427/002.110 

NCLS: 435/007.900; 435/287.200 
IC [7] 

ICH; B05D003-00 

ICS: GO1N033-53; 601N033-542; C12H001-34 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 31 OF 69 USPATFULL on STN 
AN 2003:77027 USPATFULL 

TI Acoustic ejection of fluids from a plurality of reservoirs 
IN Ellson, Richard H., Palo Alto, CA, UNITED STATES 

Foote, James K., Cupertino, CA, UNITED STATES 

Mutz, Hitchell V., Palo Alto, CA, UNITED STATES 
PI US 2003052943 Al 20030320 

US 6802S93 82 20041012 

Al US 2002-269413 Al 20021011 (10) 

RLI Continuation of Ser. No. US 2001-964212, filed on 25 Sep 2001, PENDING 
ConUnuation-in-part of Ser. No. US 2000-727392, filed on 29 Nov 2000, 
ABANDONED Contlnuation-in-part of Ser. No. US 2000-669996, filed on 25 
Sep 2000, ABANDONED 

DT Utility 

FS APPLICATION 

LN.CNT 2569 

INCL INCLM: 347/046.000 
NCL NCLH: 347/046.000 
NCL NCU4: 347/046.000 
IC [7] 

ICH: B41J002-13S 


LIO ANSWER 32 OF 69 USPATFULL on STN 
AN 2003:53802 USPATFULL 

TI Manganese or iron complexes of nitrogen-containing nacrocyclic ligands 

effective as catalysts for disnutating superoxide 
IN Neumann, William L., Kirkwood, MO, United States 

Riley, Dennis P., Ballvin, MO, United States 

Weiss, Randy H., St. Louis, MO, United, States 

Henke, Susan L. , Webster Groves, MO, United States 

Lennon, Patrick J., Clayton, NO, United States 

Aston, Karl ¥., Pacific, MO, United States 
PA Pharmacia Corporation, St. Louis, MO, United States (U.S. corporation) 
PI US 6525041 Bl 20030225 

Al US 1996-596887 19960314 (8) 

RLI Continuation-in-part of Ser. No. US 1995-468854, filed on 6 Jun 1995, 

nov abandoned 
DT Utility 
FS GRANTED 
LN.CNT 1406 

INCL INCLM: 514/184.000 

INCLS: 514/185.000; 540/465.000 
NCL NCLM: 514/184.000 

NCLS: 514/185.000; 540/465.000 
IC [7] 

ICM: A61K031-SS5 

ICS: C07D259-00 
EXF 514/184; 514/185; 540/46S 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSVER 33 OF 69 USPATFULL on STN 
AN 2003:11125 USPATFULL 

TZ Feptidyl heterocyclic ketones useful as tryptass Inhibitors 
IN Costanzo. Hlchael J., Ivyland, PA, UNITED STATES 

Karyanoef, Bruce E., Forest Grove, PA, UNZTBO STATES 

Yabut, Stephen C. , North Vales, PA, UNITED STATES 
PI US 2003008829 Al 20030109 

AI US 2002-205355 Al 20020725 (10) 

RLI Division of Ser. No. US 2000-482802, filed on 13 Jan 2000, GBANTED, Pat. 

No. US 6469036 
PWU US 1999-117602P 19990127 (60) 

DT UtiUty 

FS APPLICATION 

LN.CNT 2066 

INCL INCLM: 5H/019.000 

INCLS: 548/339. 100» 564/152.000 
NCL NCU1: 514/019.000 

NCLS: 548/339.100* 564/1S2.000 
IC [7] 

ICM: A61K03e-05 

ICS: C07R005-04 
CAS INIffiXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSVER 34 OF 69 USPATFULL on STN 
AN 2002:335702 USPATFULL 

TI High-throughput bloaolecular crystalliKation and biooelecular crystal 
screening 

IN Mutz. Mitchell v.. Palo Alto, CA. UNITED STATES 

Bllaon, Richard N. , Palo Alto, CA, UNITED STATES 

Stearns, Richard G., Felton, CA, UNITED STATES 
PI US 2002191048 Al 20021219 

US 6808934 B2 20041026 

AI US 2002-55245 Al 20020122 (10) 

RLI Continuation-in-part of Ser. No. US 2001-765947, filed on 19 Jan 2001, 

PENDING Continuation-in-part of Ser. No. US 2000-727392, filed on 29 Nov 
2000, PENDING Continuatlon-ln-part of Ser. No. US 2000-669996, filed on 
25 Sep 2000, PENDING 

DT UtiUty 

FS APPLICATION 

IN.CNT 3490 

INCL INCLM: 347/046.000 
NCL NCIM: 436/180.000 
NCL NCIM: 347/046.000 

NCLS: 436/073.000; 436/086.000; 436/166.000; 436/174.000; 436/183.000 

IC [7] 

ICM: B41J002-135 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSVER 35 OF 69 USPATFULL on STN 
AN 2002:305941 USPATFULL 

TI Method and system using acoustic ejection for preparing and analyzing a 

cellular sample surface 
IN Bllson, Richard N., Palo Alto. CA, UNITED STATES 

Mutz, Mitchell V. , Palo Alto, CA, UNITED STATES 

Caprioli, Richard Michael, Brentwood, TN, UNITED STATES 
PI US 2002171037 Al 20021121 

US 6809315 82 20041026 

AI US 2002-87372 Al 20020301 (10) 

RLI Continuation-in-part of Ser. No. US 2002-66546, filed on 30 Jan 2002, 

PENDING Contlnuatlon-ln-part of Ser. No. US 2001-784705, filed on 14 Feb 
2001, PENDING 

DT Utility 

FS APPLICATION 

LN.CNT 1416 

INCL INCIM: 250/288.000 
NCL NCUf: 250/288.000 
NCL NCW: 25O/28B.O00 

NCLS: 073/864.000; 073/864.810; 422/063.000; 422/100.000; 435/030.000; 
436/180.000 

IC t71 

ICH: H01J049-04 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 36 OF 69 USPATFULL on STN 
AN 2002:24 3567 USPATFULL 

TI Method Cor identifying compounds to treat medical pathologies associated 

vith molecular crystallization 
IN Shell, John V., Hillsborough, CA, UNITED STATES 
PI US 2002132758 Al 20020919 

AI US 2002-52712 Al 20020117 (10) 

PRAI US 2001-262987P 20010118 (60) 
DT Utility 
FS APPLICATION 
LN.CNT 1620 

INCL INCLM: 514/002.000 

INCLS: 435/007.100 
NCL NCUf: 514/002.000 

NCLS: 435/007.100 
IC [7] 

lOtt G01N033-S3 

ICS: A61K03B-17 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 37 OF 69 USPATFULL on S7N 
AN 2002:233260 USPATFULL 

TI Acoustic sample introduction for analysis and/or processing 
IN Ellson, Richard N.. Palo Alto, CA, UNITED STATES 

Mutz, Mitchell W . , Palo Alto, CA, UNITED STATES 
PI US 2002125424 Al 20020912 

US 6710335 B2 20040323 

AI US 2002-66546 Al 20020130 (10) 

RLI Continuation-in-part of Ser. No. US 2001-784705, filed on 14 Feb 2001, 

PENDING 
DT UtlUty 
FS APPLICATION 
LN.CNT 22S0 

INCL INCI/1: 25O/2BB.000 
NCL NCLH: 250/ 2 B 8. 000 
NCL NCU4: 25O/2BB.O00 

NCLS: 073/864.0001 073/864.810; 422/063. OOOf 422/100.000* 435/030.0001 
436/180.000 

IC 17] 

lOf: H01J049-00 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSVER 38 OF 69 USPATFULL on STN 
AN 2002:209549 USPATFULL 

TI Process for preparing prodrugs of benzenesulfonataide-containing cox-2 

inhibitors 

IN Talley, John J, St. Louis, HO, United States 

Halecha, Jaaes V, Libertyville, IL, United States 

Bertenshav, Stephen, ■ Cheshire, CT, United States 

Graneto, Matthev J, Chesterfield, MO, United States 

Carter, Jeffety, Chesterfield, HO, United States 

Li, Jinglln, Hopewell, NJ, United States 

Nagarajan, Srinivasan, Chesterfield, HO, United States 

Brovn, David L, Chesterfield, MO, United States 

Rogier, Jr., Donald J, Chesterfield, HO, United States 

Penning, Thomas D, Elrahurst, IL, United States 

Khanna, Ish K, Vernon Hills, IL, United States 

Xu, Xiangdong, Gurnee, IL, United States 

Veier, Richard H, Lake Bluff, IL, United States 
PA Pharoacia Corporation, St. Louis, MO, United States (U.S. corporation) 
PI US 6436967 Bl 20020820 

AI US 2000-661859 20000914 (9) 

RLI Continuation of Ser. No. US 142993, now abandoned Continuation-in-part 

of Ser. No. US 1996-631514, filed on 12 Apr 1996, now abandoned 
DT UtiUty 
FS GRANTED 
LN.CNT 3052 

INCL INCLM: 514/341.000 

INCLS: 514/377.0001 514/399. 000> 514/400. OOOl 514/403. 000> 514/406.000; 

514/602.000; 546/274.100; 546/290.000; 548/225.000; 54B/228.000; 
549/229.000; 54B/235.000; 548/314.700; 


NCL 


NCLM: 
NCLS: 


548/335.500; 54B/338.500; 548/359. 500i 

549/377.100; 54B/549.000; 548/556.000) 
514/341.000 

514/377.000; 514/399.000; 


548/315.100; 
548/375.100; 
564/084.000; 


548/315.400; 
548/376.100; 
564/091.000 


514/400.000; 514/403.000; 514/406.000; 
514/602.000; 546/274.100; 546/290.000; 548/225.000; 548/228.000; 
548/229. 000» 548/235.000; S48/314.700) 548/315.100; 548/315. 400» 
548/335.500* 548/338.500; 548/359.500; 548/375.100; 548/376.1001 
548/377.100; 548/549.000; 548/556.000; 564/084.000; 564/091.000 

IC [7] 

IC»: A61K031-44 

ICS: A61K031-415; C07D263-04; C07D403-02; C07C303-08 
EXF 514/341; 514/374; 514/602; 546/274.1; 546/290; 548/225; 548/228; 

548/229; 548/235; 548/347; 548/315.1; 548/315.4; 548/335.5; 548/338.5; 

548/359.5; 548/375.1; 548/376.1; 548/556; 564/84; 564/91 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSVER 39 OF 69 USPATFULL on STN 


LIO ANSWER 40 OF 69 USPATFULL on STN 


AN 

2002:206667 USPATFULL 


AN 

2002:179749 USPATFULL 

TI 

Hydroxyethyl ureas as inhibitors of alzheiner' 

's beta-an/loid production 

TI 

Device and method for tracking conditions in an assay 

IN 

Volfe, Michael S., Nevton, HA, UNITED STATES 


IN 

Ellson, Richard N., Palo Alto, CA, UNITED STATES 


Selkoe, Dennis J., BrookUne, MA, UNITED STATES 


Mutz, Mitchell W., Palo Alto, CA, UNITED STATES 

PI 

US 2002111365 Al 20020815 



Harris, David L., Mountain View, CA, UNITED STATES 


US 6696488 B2 20040224 


PI 

US 2002094537 Al 20020718 

AI 

US 2001-927913 Al 20010810 (9) 


AI 

US 2001-40925 Al 20011228 (10) 

PRAI 

US 2000-225043P 20000811 (60) 


RLI 

Continuation-in-part of Ser. No. US 2000-751231, filed 

DT 

Utility 



PENDING 

FS 

APPLICATION 


DT 

Utility 

LN.CNT 

2040 


, FS 

APPLICATION 

INCL 

INCLM: 514/314.000 


LN.CNT 

1642 


INCLS: 514/478.000; 546/176.000; 560/158.000; 

560/024.000 

INCL 

INCLM: 435/006.000 

NCL 

NCU1: 514/485.000 



INCLS: 435/007.100; 435/287.200; 427/002.110 

NCL 

NCIM: 514/314.000 


NCL 

NCIM; 435/006.000 


NCLS: 514/314.000; 514/478.000; 514/487.000; 

514/595.000; 514/596.000; 


NCLS: 427/002.110; 435/007.100; 435/287.200 


546/176.000; 560/024.000; 560/158.000 


IC 

[V 

IC 

[7] 



ICM: C12Q001-68 


ICM: A61K031-4709 
ICS: C07D041-02; A61K031-325 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


ICS: B05D003-00; C01N033-53; C12M001-34 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSVEA 41 OP 69 USPATFULL on STN 
AN 2002x164701 USPATFULL 

TI Integrated devic« with surfacc-attachttd aolecular ooiatlas and related 

aachine- readable information 
IN Ellson, Richard N., Palo Alto« CA, UNITED STATES 

Foote, James K., Cupertino, CA, UNITED STATES 

Hutz, Hitchell V., Palo Alto, CA, UNITED STATES 
PI US 2002086319 Al 20020704 

AI US 2001-993353 Al 20011113 (9) 

RLI Continuation-in-part of Ser. No. US 2000-712B1B, filed on 13 Nov 2000, 

PENDING 
DT UUUty 
FS APPLICATION 
LN.CNT 1777 

INCL INCUl: 435/006.000 

INCLS: 702/019.000; 705/040.000 
NCL NCLM: 435/006.000 

NCLS: 702/019. OOOf 705/040.000 
IC 17] 

ICH: C12Q001-68 

ICS: G06F019-00> G01N033*48t G01H033-50i G06F017-60 
CAS INDEXING IS AVAILABLE FDR THIS PATENT. 


LID ANSWER 42 OF 69 USPATFULL on STN 
AH 2002:163464 USPATFULL 

TI Focused acoustic energy in the preparation and screening of 

combinatorial libraries 
IN Kutz, Mitchell tf.. Palo Alto, CA. UNITED STATES 

Ellson, Richard N., Palo Alto, CA, UNITED STATES 
PI US 2002085063 Al 20020704 

AI US 2001-962732 Al 20010924 (9) 

RLI continuation-in-'part of Ser. No. US 2000-727392, filed on 29 Nov 2000, 

PENDING Continuation-in-part of Ser. No. US 2000-669996, filed on 25 Sep 
2000, PENDING 

DT UtiUty 

FS APPLICATION 

LM-CNT 2790 

INCL INCLM: 347/046.000 
NCL NCLH: 347/046.000 
IC [71 

ICM: B41J002-135 


LIO ANSWER 43 OF 69 USPATFULL on STN 
AN 2002:119615 USPATFULL 

TI Focused acoustic energy in the preparation and screening of 

conbinatorlal libraries 
IN Hutz, Mitchell tf., Palo Alto, CA, UNITED STATES 

Ellson, Richard N., Palo Alto, CA, UNITED STATES 
PI US 2002061598 Al 20020523 

US 6612686 B2 20030902 

AI US 2001-964193 Al 20010925 (9) 

RLI Continuation-in-part of Ser. No. US 2000-727392, filed on 29 Nov 2000, 

PENDING Continuation-in-part of Ser. No. US 2000-669996, filed on 25 Sep 
2000, PENDING 

DT Utility 

FS APPLICATION 

LN.CNT 2804 

INCL INCLH: 436/180.000 

INCLS: 436/154.000) 422/063. OOOi 422/100.000 
NCL NCLM: 347/046.000 
NCL NCI>I: 436/180.000 

NCLS: 422/063.0001 422/100. OOOi 436/154.000 
IC 17] 

ICH: B01J019-00 
CAS INDEXING IS AVAILABLE FOR TBI S PATEtTT. 


LIO ANSWER 44 OF 69 USPATFULL on STN 
AN 2002:95786 USPATFULL 

TI 2-amino benzoxazinones for the treatment of viral infections 
IN Abood, Nornan, Morton Grove, IL, United States 

Flynn, Daniel L. , Mundeleln, IL, United States 

Becker, Daniel P.. Glenviev, IL, United States 

Bax, Brian H. , St. Lcharles, IL, United States 

Li, Hui, SkoJcie, IL, United States 

Nosal', Roger A., Buffalo Grove, IL, United States 

Schretzman, Loci A., Gurnee, IL, United States 

Villamil, Clara I., Glenviev, IL, United States 
PA G.D. Searle k Co., Chicago, IL, United States (U.S. corporation) 
PI US 6380189 Bl 20020430 

AI US 2000-502038 20000211 (9) 

RLI Continuation of Ser. No. US 952624, now abandoned 
DT Utility 
FS GRANTED 
LN.CNT 5040 

INCL INCU<: 514/230.500 

INCLS: 544/092.000 
NCL NCU1: 514/230.500 

NCLS: 544/092.000 
IC [7] 

XOtx A61X031-536 

ICSt C070265-22 
EXF 544/92> 514/230.5 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSVER 45 07 69 U5PATFULL oo STN 


AN 


2002 : 66926 USPATFULL 


TX Acoustic •jection of fluids fron a plurality of rasarvoics 

IN Ellson, Richard N., Palo Alto, CA. UNITED STATES 

Foote, James K., CuparUno, CA, UNITED STATES 

Kutz, Mitchell tf . , Palo Alto, CA, UNITED STATES 
PI US 2002037579 Al 20020328 

US 6666541 B2 20031223 

AI US 2001-964212 Al 20010925 (9) 

RLI Continuation-in-part of Sar. No. US 2000-727392, fllad on 29 Nov 2000, 

PENDING Continuation-in-part of Sar. Ho. US 2000-669996, filed on 2S Sap 

2000, PENDING 


LIO ANSVER 46 OF 69 USPATFULL on STN 
AH 2002:66874 USPATFULL 

TI High dansity oolecular arrays on porous surfaces 
IN Ellaon, Richard N. , Palo Alto, CA, UNITED STATES 
Mutz, Mitchell v., Palo Alto, CA, UNITED STATES 
Foote, James K., Cupertino, CA, UNITED STATES 
US 2002037527 Al 20020328 

US 6746104 B2 20040608 

US 2001-964215 Al 2001092S (9) 

Continuation-in-part of Sar. No. US 2000-727392, filed on 29 Nov 2000, 
PENDING Continuation-in-part of Sar. No. US 2000-669996, filed on 25 Sep 
2000. PENDING 


PI 


RLI 


DT 

Utility 

DT 

Utility 

FS 

APPLICATION 

FS 

APPLICATION 

LN.CNT 

2602 

LN.CN1 

r 2343 

INCL 

INCLM: 435/287.200 

INCL 

INCiX: 435/006.000 


INCLS: 422/100.000; 347/046.000 


INCLS: 436/518.000 

NCL 

NCIM: 347/046.000 

NCL 

NCm: 347/046.000 

NCL 

NCUf; 435/287.200 

NCL 

NCIM: 435/006.000 


NCLSt 422/100.000 


NCLS: 435/006.000) 

IC 

[7] 

IC 

{7) 


lot: C12M001-34 


ICM: C12Q001-68 




ICS: G01N033-543 


CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 47 OF 69 USPATFULL on STN 
AN 2002:66707 USPATFULL 

TI Focused acoustic energy in the preparation of peptide arrays 
IN Mutz, Mitchell V., Palo Alto, CA, UNITED STATES 

Bllson, Richard N., Palo Alto, CA, UNITED STATES 
PI US 2002037359 Al 20020328 

AI US 2001-963173 Al 20010925 (9) 

RLI Continuation-in-part of Sar. No. US 2000-669997, filed on 25 Sap 2000, 

PEHDIHG 
DT Utility 
FS APPLICATION 
LN.CNT 1823 

INCL INCU1: 427/002.110 

INCLS: 530/351.000; 530/388.100/ 530/399. OOOi 435/176.000 
NCL NCUf: 427/002.110 

NCLS: 435/176.0001 530/351.000; 530/389.100; 530/399.000 
IC [71 

ICH: B05D003-00 

ICS: C07]a)14-52; C07R016-00; A61K038-24 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 48 OF 69 USPATFULL on STN 
AN 2000:84429 USPATFULL 

TI Manganese complexes of nitrogen-containing nacrocycllc ligands effective 

as catalysts for dismutating superoxide 
IN Riley, Dennis P., Ballwin, MO, United States 

Weiss, Randy H., St. Louis, MO, United States 

Neunan, WllUam L., Crave Coeur, MO, United States 

Modak, Anil S., Maryland Heights, HO, United States 

Lennon, Patrick J., Clayton, HO, United States 

Aston, Karl V., Pacific, HO, United States 
PA G. D. Searle & Co., Chicago, IL, United States (U.S. corporation) 
PI US 6084093 20000704 
AI US 1995-442147 19950516 (8) 

RLI Division of Ser. No. US 1993-60732, filed on 22 Jun 1993, now abandoned 
which is a continuation of Ser. No. US 1992-902146, filed on 26 Jun 
1992, now abandoned which is a continuation-in-part of Ser. No. US 
1992-829865, filed on 3 Feb 1992, now abandoned which is a 
continuation-in-part of Ser. No. US 1991-732853, filed on 19 Jul 1991, 
now abandoned 

DT UtiUty 

FS Granted 

LN.CNT 4421 

INCL INCUl: 540/465.000 

INCLS: 540/466.000; S40/468.000 
NCL NCU1: 540/465.000 

NCLS: 540/466.000; 540/468.000 
IC [7) 

IC«: C07D259-00 

ICS: C07D257-00 
EXF 540/465; 514/161 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 49 OF 69 USPATFULL on STN 
AN 1999: 146571 USPATFULL 

TI Z-aaino-lMnzosazinoncs foe th« traatoent of viral inftctions 
XN Abood. Norman Anthony, Horton Grove, IL, United States 

Flynn, Daniel Libertyville, IL, United States 

Becker, Daniel P., Glenviev, IL, United States 

Bax, Brian M., St. Charles, IL, United States 

Li, Hui, Skokle, XL, United States 

Nosal, Roger A.. Buffalo Grove, IL, United States 

Schretzman, Lori A, Gurnee, IL, United States 

Villaail, Clara I, Glenviev, IL, United States 
PA G.D. Searle ( Co., Chicago, IL, United States (U.S. corporation) 
PI US 5985872 19991116 

AI US 1995-448795 199S0524 (8) 

DT UtiUty 
PS Granted 
LM.CNT 5734 

INCL XNCLH: 514/230.500 

XNCLS: 544/092.000 
NCL NCLH: 514/230.500 

NCLS: 544/092.000 
IC [6] 

ICH: A61K031-535 

ICS: C07D265-22 
EXF 544/92r 514/230.5 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LID ANSWER 50 OF 69 USPATFULL on STN 
AN 1999:146537 USPATFULL 

TX Peptide analogs as Irreversible interleukin-lp protease Inhibitors 
IN Oolle, Roland E., King of Prussia, PA, United States 

Osifo, Irennegbe X., V. Norrtion, PA, United States 

Schmidt, Stanley J., Chester Springs, PA, United States 

Hoyer, Oenton V., Exton, PA, United States 

Ross, Tina Morgan, Anderson, PA, United States 

Chaturvedula, Prasad V., Cheshiye, CT, United States 

Prouty, Catherine P., Doylestovn, PA, United States 

Awad, Kohamed M. A., Westerly, RI, United States 

Salvino, Joseph H., Schvenksville, PA, United States 

Rinlcer, James H. , Haodon, CT, United States 

Lodge, Eric P., Glendale, AZ, United States 

Singh, Jasbir, Gilbertaville, PA, United States 

Ator, Hark A., Paoli, PA, United States 
PA Vertex Pharmaceuticals, Inc., Cambridge, HA, United States (U.S. 

corporation) 
?I US S985838 19991116 
AI US 1996-679350 19960710 (8) 

RLI ContinuaUoR of Ser. No. US 1995-371723, filed on 12 Jan 1995, now 
abandoned vhich is a continuation-in-part of Ser. No. US 1993-55051, 
filed on 29 Apr 1993, nov abandoned 

DT UtiUty 

F5 Granted 

LN.CNT 1226 

INCL INCIM: 514/019.000 

INCLS: 514/017.0001 514/018. OOOi 530/330.000; 530/331.000; 562/571.000 
NCL NCUf: 514/019.000 

NCLS: 514/017.000; 514/018.000; 530/330.000; 530/331.000; 562/571.000 

IC [61 

ICM: A61K038-05 
EXF 514/17-19; 530/330; 530/331; 562/571 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 51 OF 69 USPATFULL on STN 
AN 1999:136649 USPATFULL 

TZ Hethods of diagnostic image analysis using metal conpleiies of 

nitrogen- containing macrocyclic ligands 
IN Neumann, VllUan L., 844 Reindeer Dr., Ballwln, MO, United States 63021 

Riley, Dennis P., 800 Chancellor Hts. Dr., Ballwin, HO, United States 

63011 

Weiss, Randy H., 3074 Woodbridge Estates, St. Louis, MO, United States 
63129 

Henke, Susan L., 123 Parsons Ave., Webster Groves, HO, United States 

63119 

Lennon, Patrick J., 7540 Wydovn Blvd., Clayton, HO, United States 63105 
Aston, Karl W., 1940 Sunf lover Ridge, Pacific, MO, United States 63069 

PI US 5976498 19991102 

AI US 1996-698612 19960816 (8) 

PRAI US 1995-2422P 19950817 (60) 

DT Utility 

FS Granted 

LN.CNT 1333 

INCL INCLH: 424/009.100 

INCLS: 424/009.362; 424/009.300; 424/009.400; 424/009.500; 424/001.650; 
514/184.0001 514/186.000; 514/161.000 
NCL NCLHt 424/009.100 

NCLS: 424/001.650; 424/009.300; 424/009.362; 424/009.400; 424/009.500; 
514/161.000; 514/184.000; 514/186.000 

IC [6] 

ICM: A61K049-00 
ICS: G01N031-00 

EXF 424/9.361; 424/9.362; 424/1.11; 424/9.1; 424/9.3; 424/9.36; 424/9.4; 

424/9.42; 424/9.5; 424/9.6; 424/9.7; 424/9.8; 514/184; 514/186; 514/161; 

548/100; 540/1; 540/474; 540/450; 540/465; 534/15; 534/16 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 52 OF 69 USPATFULL on STN 
AN 1999:99174 USPATFULL 

TI Prodrugs of benzenesulfonamide-contalning COX-2 inhibitors 

IN Talley, John J, Brentwood, MO, United States 

Malecha, James W, Libertyville, IL, United States 
Bertenshaw, Stephen, Brentwood, MO, United States 
Graneto, Matthew J, St. Louis, MO, United States 
Carter, Jeffery, Chesterfield, MO, United States 
Li, Jinglin, Chesterfield, MO, United States 
Nagarajan, Srinivasan, Chesterfield, MO, United States 
Brown, David L, Chesterfield, HO, United States 
Rogier, Jr., Donald J, Chesterfield, MO, United States 
Penning, Thomas D, Elmhurst, IL, United States 
Khanna, Ish K, Vernon Hills, IL, United States 
Xu, Xiangdong, Bvai»ton, IL, United States 
Weier, Richard H, Lake Bluff, IL, United States 
G. D. Searle t Co., Skokie, XL, United States (U.S. corporation) 


PA 
FX 
AI 
RLI 


US 5932598 19990803 
US 1998-5610 19980112 (9) 

Continuation of Ser. No. US 1996-631514, filed on 12 Apr 1996, notf 
abandoned 


DT UtiUty 
FS Granted 
LN.CNT 4101 


INCIM: 

514/341. 

.000 







INCLS: 

514/374. 

.000; 

514/397. 

.000; 

514/399.000; 

514/403. 

,000; 

514/406.000; 


514/602. 

.000; 

546/274. 

.100; 

546/290.000; 

548/225. 

,000; 

549/228.000; 


548/229. 

,000; 

548/314. 

.700; 

548/315.100; 

548/235. 

,000; 

548/328.500; 


548/335. 

.500; 

548/375. 

.100; 

548/376.100; 

548/377. 

,100; 

548/359.500; 


548/541. 

,000; 

548/544. 

.000; 

548/556.000; 

564/061. 

,000; 

564/084.000 

NCLH: 

514/341. 

.000 







NCLS: 

514/374. 

,000; 

514/397. 

.000; 

514/399.000; 

514/403. 

,000; 

514/406.000; 


514/602. 

,000; 

546/274. 

,100; 

546/290.000; 

548/225. 

,000; 

548/228.000; 


548/229. 

.000; 

548/235. 

.000; 

548/314.700; 

548/315. 

,100; 

548/328.500; 


548/335. 

.500; 

548/359, 

.500; 

548/375.100; 

548/376. 

,100; 

548/377.100; 


548/541. 

.000; 

548/544. 

.000; 

548/556.000; 

564/061. 

,000; 

564/084.000 


IC [6] 

ICM! A61K031-42 

ICS: A61X031-415; A61X031-16; C07D211-72; C07D211-B4r C07D263-32; 

C07D403-02} C07D223-04; C07D231-10; C07D207-00; C07D207-12 
EXF 546/274.1; 546/290; 548/225; 548/228; 548/229; 548/314.7; 548/315.1; 

548/315.4; 548/235; 548/375.1; 548/376.1; 548/377.1; 548/359.5; 548/541; 

548/544; 548/556; 548/335.5; 548/328.5; 514/341; 514/374; 514/397; 

514/399; 514/403; 514/406; 514/602; 564/84; 564/61 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSVER S3 OF 69 USPATFUI.L on STN 
AN 1999:24640 USPATFULL 

Tl Man9an«S8 ccifflpl«K«9 of nitrogen-containing oacrocyclic Uganda •ffective 

as catalysts for disraitating suparoxide 
IN Riley, Dennis P., Ballwin, MO. United States 

Veiss, Randy H.. St. Louis, HO, United States 

Neunan, Villian L. , Crave Coeur» MO, United States 

Kodak, Anil S., Maryland Heights, HO, United States 

Unnon, Patrick J., Clayton, HO, United States 

Aston, Xarl tf.. Pacific, HO, United States 
PA G. D. Searle « Co., Chicago, IL, United States (U.S. corporation) 
PI US 5374421 19990223 
AI US 199S-469064 199S0606 (8) 

RLI Continuation of Ser. No. US 1993-80732, filed on 22 Jun 1993, now 
abandoned And Ser. No. US 1992-902146. filed on 26 Jun 1992. now 
abandoned And a continuation-in-part of Ser. No. US 1992-829865, filed 
on 3 Feb 1992, now abandoned which is a continuation-in-part of Ser. No. 
US 1991-732853, filed on 19 Jul 1991. now abandoned 

DT Utility 

FS Granted 

LN.CNT 4628 

INCL INCLM: 514/161.000 

INCLS: 514/183.000; 514/185. OOOi 540/465. OOOt 540/472.000* 540/474.000 
NCL NCLM: S14/161.000 

MCLS: 514/183.0001 514/185. OOOi 540/465.000t 540/472.0001 540/474.000 
XC [6] 

XCM: A61K031-63S 

ICS: C07D273-00> C07D225-02 
EXF 540/465; 540/4701 540/474} 514/161 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 54 OF 69 USPATFULL on STN 
AN 1998:19825 USPATFULL 

TI Process for preparing substituted polyazaoacrocycles 
IN Lennon, Patrick J., Clayton, HO, United States 

Henke. Susan L., Webster Grove, MO, United States 

Aston. Karl V., Pacific, HO, United States 
PA The Honsanto Coapany, St. Louis, HO, United States (U.S. corporation) 
PI US 5721361 19980224 
AI US 1996-665070 19960611 (8) 

RLI Continuation of Ser. No. US 1995-486434, filed on 7 Jun 1995, now 
abandoned 

DT utility 
P"S Granted 
LN.CNT 2348 

INCL INCLM: $40/450.000 

INCUS: S40/4S1.000I 540/452. IM)0 
NCL NCLM: S4 0/450. 000 

NCLS: 540/4 51. 000> 540/452.000 
IC (61 

lOl: C07D225-02 
EXF 540/450f 540/451i 540/452 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 55 OF 69 USPATFULL on STN 
AN 97:49628 USPATFULL 

TI Manganese complexes of nitrogen-containing nacrocyclic ligands effective 

as catalysts for dismutating superoxide 
IN Riley, Dennis P., 800 Chancellor Hgts. Dr., Ballwin, HO, United States 

630U 

Weiss, Randy H. , 11062 "L" Oak Spur Ct. , St. Louis, MO, United States 
63146 

Neuraan, Villiam L., 968 Coventry Ct., Creve Coeur, HO, United States 
63141 

Modak, Anil 5., 1193 Schulte Hill, Maryland Heights, HO, United States 
63043 

Lennon, Patrick J., 7540 Vydovn Blvd. #3 V., Clayton, HO, United States 

63105 

Aston, Karl v., 19040 Sunflower Ridge La., Pacific, HO. United States 
63069 

PI US 5637578 19970610 

AI US 1995-442454 19950516 (8) 

RLI Division of Ser. No. US 1993-80732, filed on 22 Jun 1993 which is a 
continuation of Ser. No. US 1992-902146, filed on 26 Jun 1992, now 
abandoned which is a continuation-in-part of Ser. No. US 1992-829865, 
filed on 3 Feb 1992, now abandoned which is a continuation-in-part of 
Ser. No. US 1991-732853, filed on 19 Jul 1991, now abandoned 

or UtiUty 

FS Granted 

m.CNT 4501 

INCL IHCUl: 514/186.000 

INCLS: 514/183.000; 514/184.000; 540/472.000; 540/474.000; 540/473.000 
NCL NCLM: 514/186.000 

NCLS: 514/183.000; 514/184.000; 540/472.000; 540/473.000; 540/474.000 

IC [61 

ICM: C07D487-22 

ICS! A61K031-675; A61K047-16 
EXF 540/474; 540/472; 514/183; 514/186; 514/184 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 56 OF 69 USPATFULL on STN 
AN 97:40822 USPATFULL 

TI Urea opthalmic ointment and solution 

IN Charlton, Judie P., Morgantown, WV, United States 

Schwab, Ivan R. , Sacramento, CA, United States 
PA West Virginia University Research Corporation, Horgantown. WV. United 

States (U.S. corporation) 
PI US 5629344 19970513 
AI US 1995-453201 19950530 (8) 

RLI Continuation of Ser. No. US 1993-118265. filed on 9 Sep 1993. now 
patented, Pat. No. US 5470881 

DT Utility 
FS Granted 
LN.CNT 519 

INCL INCLM: 514/588.000 
INCLS: 514/912.000 
NCL NCLM: 514/588.000 

NCLS: 514/912.000 
IC [6J 

ICM: A61K031-17 
EXF 514/588; 514/912 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO MfSVER 57 OF 69 USPATFULL on STN 
AN 97:20660 USPATFULL 

TX Hethods of preparing oanganesc cooplexes of nitrogen-containing 

oacrocycllc ligands 
IN Riley, Dennis P., Ballvln, HO. United States 

tfeiss, Randy H., St. Louis, MO, United States 

Neuaan, tfilliara L., Creve Coeur, MO, United States 

Hodak. Anil S., Maryland Heights, HO, United States 

Lennon, Patrick J., Clayton, HO, United States 

Aston, Karl V. , Pacific, MO, United States 
PA Monsanto Coeapany. St. Louis, MO, United States (U.S. corporation) 
PI US 5610293 19970311 
AI US 199&'44245S 199S0S16 (8) 

RLI Division of Ser. No. US 1993-80732, filed on 22 Jun 1993 And a 

continuation of Ser. No. US 1992-902146, filed on 26 Jun 1992, nov 
abandoned irtiicb is a continuation-in-part of Ser. No. US 1992-829865. 
filed on 3 Feb 1992, nov abandoned vhich is a continuation-in-part of 
Ser. No. US 1991-732853, filed on 19 Jul 1991, nov abandoned 

DT Utility 

FS Granted 

LN.CNT 4755 

INCL INCLM: 540/474.000 

INCLS: 540/465.000 
NCL NCLM: 540/474.000 

NCLS: 540/465.000 
IC [6] 

ICH: C07D259-00 

ICS: C07D257-00 
EXF 540/4741 514/161f 514/183 
CAS INDSCING IS AVAILABLE FOR THIS PATENT. 


LIO ANSVER 58 OF 69 USPATFULL on STN 

AN 95:105871 USPATFULL 

TI Urea ophthalnic oiateent and solution 

IN Charlton, Judie F., Morgantovn, W, United States 
Schwab, Ivan R., Sacraoento, CA, United States 
Stuchell, Robert M., Morgantovn, W, United States 

PA Vest Virginia University Research Corporation, United States (U.S. 
corporation) 

PI US 5470SB1 19951128 

AI US 1993-118265 19930909 (8) 

OT UtiUty 

FS Granted 

LN.arr sie 

INCL XNCU1: 514/588.000 

INCLS: 514/912.000 
NCL NCUt: 514/588.000 

NCLS: 514/912.000 
IC t6J 

ICM: A61R031-17 
BCF S14/S88I 514/912 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSVER 59 OF 69 USPATFULL on STN 
AN 93:43781 USPATFULL 

Tt Surfactant treatnent of inplantable biological tissue to inhibit 

calcification 
IN Nashef, Avs S., Costa Mesa, CA, United States 

Ahned, Ahned I., Riverside, CA, United States 
PA Baxter International Inc., Deerfield, IL, United States (U.S. 

corporation) 
PI US 5215541 19930601 
AI US 1985-713204 19BS0318 (6) 

RLI Division of Ser. No. US 1982-441023, filed on 12 Nov 1982, nov abandoned 
DT Utility 
FS Granted 
LN.CNT 469 

INCL INCLM: 008/094.110 

INCLS: 623/001. 000> 623/002. OOOi 623/003.000 
NCL NCm: 128/898.000 

NCLS: 008/094. 110> 623/922.000 
IC tS) 

ICM: A61L027-00 

EXF 008/94.11; 008/1; 003/1.4; 003/1.5; 424/333; 424/334; 623/1; 623/2; 
623/3 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSVER 60 OF 69 USPATFULL on STN 
AN 99:97065 USPATFULL 

TI Surfactant treataent of inplantable biological tissue to inhibit 
calcification 

IN Nashef, A%rs S., Costa Hesa, CA, United States 
AhBwd, Ahmed X., Riverside, CA, United States 
PA Baxter International Inc., Oecrfield, IL, United States (U.S. 

corporation) 
PI US 4885005 19891205 

AI US 1987-20202 19870227 (7) 

RLI Continuation of Ser. No. US 1985-711883, filed on IS Mar 1985, nov 
abandoned which is a division of Ser. No. US 1982-441023, filed on 
Nov 1982, now abandoned 

DT Utility 

FS Granted 

LN.CNT 467 

INCL INCIil: 008/094.110 

INCLS: 623/001.000; 623/002.000; 623/003.000 
NCL nclMt 008/094.110 

NCLS: 623/922.000 
IC (4] 

ICMt A61F001-22 
EXF 008/94.11; 623/1; 623/2; 623/3 


LIO ANSVER 61 OF 69 USPAT2 on STN 
AN 2003:173673 USPAT2 

TI Blectrophllic ketones for the treataent of herpesvirus infections 
IN Flynn, Daniel L., Clarkson Valley, MO, United States 

Zabloclci, Jeffery, Lafayette, CO, United States 

tfilliatos, Kenneth, Evans ton, XL, United States 

HockanBan« Susan h., Chicago, IL, United States 
PA G. 0. Searle & Co., Chicago, IL, United States (U.S. corporation) 
PI US 6673788 B2 20040106 

AX US 2002-303596 20021125 (10) 

RLI Division of Ser. No. US 2000-712002, filed on 14 Nov 2000 Continuation 
of set. No. US 1998*221016, filed on 23 Dac 1998, now abandoned 
ContinuaUon of Ser. No. US 1996-620681, filed on 19 Har 1996, nan 
abandoned 

DT UtlUty 

PS 6MMTED 

LN.CNT 1971 

INCL INCLM: 514/1B3.000 

ZNCLS: 514/476.000; 514/535.000} 514/538. OOOf 514/646. OOOi 514/678.0001 

514/688.000 
NCL miM: 514/183.000 
NCL NCLM: 514/002.000 

NCLS: 514/476. 000» 514/535.000; 514/538.000; 514/646.000; 514/678.000; 

514/688.000; 514/237.800; 514/252.120; 514/256.000; 514/317.000; 

514/357.0001 514/365.000? 514/374. OOOi 514/400.000; 514/415.000; 

514/438.000* 514/471.0001 514/616. 000> 530/324.000} 544/159.000; 

544/330.0001 544/402.000; 546/229. OOOf 546/329.000; 548/204.000; 

548/236.000; 548/335.500; 548/496.000; 564/152.000 

IC {7} 

ICM: A61K031-33 

ICS: A61K031-27; A61K031-245; A61K031-13 
EXF 514/183; S14/476l 514/S35i 514/538< 514/646r 514/678r 514/688 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LID ANSWER 62 OF 69 USPAT2 on STN 
AN 2003:100176 USPAT2 

TI Process for preparing prodrugs of benzenesulfonaaide-containing cox-Z 

inhibitors 

IN Talley, John J, Boston, MA, United States 

Kalecha, Jaraes V. Libertyville, IL, United States 
Bertenshaw, Stephen, Cheshire, CT, United States 
Graneto, Hatthev J, Chestarfiald, HO, United States 
Carter, Jeffery, Chesterfield. HO, United States 
Li, JlngUn, Hopewell, NJ, United States 
Nagarajan, Srinivasan, Chesterfield, MO, United States 
Brourn, David L, Chesterfield, MO, United States 
Rogier, Jr., Donald J, Kalamazoo, MI, United States 
Penning, Thooas D, Elnhurst, IL, United States 
Khanna, Ish X, Ubertyville, IL, United States 
Xu, Xiangdong, Gurnee, IL, United States 
Veier, Richard M, Lake Bluff, IL, United States 
PA Pharmacia Corporation, St. Louis, MO, United States (U.S. corporation) 
PI US 681S460 B2 20041109 

US 2002-178697 20020624 (10) 

Division of Ser. No. US 2000-661859, filed on 14 Sep 2000, now patented, 
Pat. No. US 6436967 Continuation of Ser. No. US 142993, now abandoned 
Continuation-in-part of Ser. No. US 1996-631S14, filed on 12 Apr 1996, 
now abandoned 
UtiUty 
GRANTED 


AI 
RLI 


DT 
FS 

LN.CNT 2760 
INCL INCU4: 
INCLS: 
NCU4: 
NCLM: 
NCLS: 


NCL 
NCL 


514/378.000 
548/247.000 
514/378.000 
514/357.000 

548/247.000; 514/408. OOOr 514/422.000; 514/602.000; 546/330.000; 
548/517.000; 548/577.000; 564/084.000; 564/066.000 

A61K031-42 
C07D261-06 


[7] 
ICH: 
ICS: 

548/247; 514/378 


CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 63 OF 69 USPAT2 on STN 
AN 2003:77027 USPAT2 

TI Acoustic ejection of fluids from a plurality of reservoirs 
IN Zllson, Richard N., Palo Alto, CA, United States 

Foots, James K. , Cupertino, CA, United States 

Mutt, Mitchell v., Palo Alto, CA, United States 
PA Pleoliter Inc., Sunnyvale, CA, United States (U.S. corporation) 
PI US 6802593 B2 20041012 

Al US 2002-269413 20021011 (10) 

RLI Continuation of Ser. No. US 2001-964212, filed on 25 Sep 2001, now 
patented, Pat. No. US 6666541, issued on 23 Dec 2003 

Continuation-in-part of Ser. No. US 2000-727392, filed on 29 Nov 2000, 
now abandoned Continuation-in-part of Ser. No. US 2000-669996, filed on 
25 Sep 2000, now abandoned 

DT Utility 

FS GRANTED 

LN.CNT 2563 

INCL INCLM: 347/046.000 
NCL NCUt: 347/046.000 
NCL NCLM: 347/046.000 
IC 17] 

ICM: B41J002-13S 
EXF 347/46; 347/44; 347/40; 347/39; 347/47; 264/9; 422/100 


LIO ANSWER 64 OF 69 U5PAT2 on STN ' 
AN 2002:335702 USPAT2 

TI High-throughput blonoleeular crystallization and bionolecular crystal 
screening 

IN Mutz, Mitchell V., Palo Alto, CA, United States 

Ellson, Richard N., Palo Alto, CA, United States 

Stearns, Richard G., Felton, CA, United States 
PA Picoliter Inc., Mountain View, CA, United States (U.S. corporation) 
PI US 6808934 B2 20041026 

AI US 2002-55245 20020122 (10) 

RLI Continuation-in-part of Ser. No. US 2001-765947, filed on 19 Jan 2001, 
now abandoned Continuation-in-part of Ser. No. US 2000-727392, filed on 
29 Nov 2000, now abandoned Continuation-in-part of Ser. No. US 
2000-669996, filed on 25 Sep 2000, now abandoned 

DT Utility 

FS GRANTED 

LN.CNT 3318 

INCL INCU4: 4 36/180.000 

INCLS: 436/086.000; 436/174.000; 436/166.000; 436/073.000; 436/001.830 
NCL NCLM: 4 36/180.000 
NCL NCUf: 347/046.000 

NCLSs 436/073.000; 436/086.000; 436/166.000; 436/174.000; 436/183.000 
IC [71 

lOf: GOlNOOl-10 
EXF 436/86; 436/174; 436/180; 436/164; 436/166; 073/1.83 


UO ANStfER 65 OF 69 USPAT2 on STN 
AN 2002:305941 USPAT2 

TX Method and system using acoustic ejection for preparing and analyzing a 
cellular saii^le surface 

IN Ellson, Richard N., Palo Alto, CA, United States 
Kutz, Mitchell v., Palo Alto, CA, United States 
Caprioli. Richard Michael, Brentwood, TN. United States 

PA Picoliter Inc., Mountain Vi«v, CA, United States (U.S. corporation) 

PI US 6809315 B2 20041026 

AI US 2002-87372 20020301 (10) 

RLI Continuation-in-part of Ser. No. US 2002-66S46, filed on 30 Jan 2002 
Continuation-in-part of Ser. No. US 2001-78470S, filed on 14 Feb 2001, 
nov patented, Pat. No. US 6603118 

DT UtiUty 
FS GRANTED 
LN.Orr 1442 

INCL INCLM: 250/2B8.000 

INCLS: 436/lB0.000> 422/100.000) 422/063. OOOf 43S/030.000f 073/864.000i 
073/864.810 
NCL NCUl: 250/288.000 
NCL NCU4: 250/288.000 

NCLS: 073/864.0001 073/864. 810f 422/063. OOOi 422/100. OOOf 435/030.0001 
436/180.000 

IC [1] 

XOt: H01J049-04 

ICS: G01N001-10» G01N035-10 
EXF 250/2881 436/180f 422/lOOf 422/63f 435/30* 073/864 
CAS INISXING IS AVAILABLE FOR THIS PATENT. 


UO AN5VER 66 OF 69 USPAT2 on STN 
AN 2002:233260 USPAT2 

TI Acoustic sanple introduction for analysis and/or processing 
IN Ellson, Richard N., Palo Alto, CA, United States 

Mutz, Mitchell v., Palo Alto, CA, United States 
PA Picoliter Inc., Sunnyvale, CA, United States (U.S. corporation) 
PI US 6710335 B2 20040323 

AI US 2002-66546 20020130 (10) 

RU Continuation-in-part of Ser. No. US 2001-784705. filed on 14 Feb 2001, 
notf patented, Pat. No. US 6603118 

ITT UtiUty 
FS GRAHTEO 
LN.CNT 2110 

INCL INCLM: 250/2B8.000 

INCLS: 436/lBO.OOOi 422/lOO.OOOt 422/063.000i 435/030.000i 073/864.000* 
073/B64.810 
NCL NCIX: 250/288.000 
NCL NCUf: 250/288.000 

NCLS: 073/864.0001 073/864.8101 422/063.000) 422/100.000) 435/030.000) 
436/180.000 

IC 17J 

ICHl H01J049-04 

ICS: GOlNOOl-10) G01N035-10 
EXF 250/288) 436/180; 422/63i 422/100) 435/30) 073/864) 073/864.61 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


LIO ANSWER 67 OF 69 USPAT2 on STN 
AN 2002:119615 USPAT2 

TI Focused acoustic energy in the preparation and screening of 

conbinatorial libraries 
IN Mutz, Mitchell v., Palo Alto, CA, United States 

Ellson, Richard N., Palo Alto, CA, United States 
PA Picoliter Inc., Sunnyvale, CA, United States (U.S. corporation) 
PI US 6612686 B2 20030902 

AI US 2001-964193 20010925 (9) 

RLI ContinuaUon-in-part of Sec. No. US 2000-727392, filed on 29 Nov 2000, 
nov abandoned Continuation-in-part of Ser. No. US 2000-669996, filed on 
25 Sep 2000, now abandoned 

OT Utility 

FS GRANTED 

IN.CNT 2753 

INCL INCUf: 347/046.000 
NCL NCIM: 347/046.000 
NCL NCUf: 436/180.000 

NCLS: 422/063.000; 422/100.000) 436/154.000 
IC [7] 

ICM: B41J002-135 

EXF 347/46) 347/1) 347/9) 347/11-12) 347/52) 347/54) 347/20) 347/44) 347/55) 
347/15) 347/10) 347/40) 347/121) 205/81) 502/104) 502/1) 502/2) 502/102) 
502/103) 436/501) 204/298.11) 204/298.12 

CAS INDEXING IS AVAILABL8 FOR THIS PATENT. 


LIO ANSWER 68 OF 69 USPAT2 on STN 
AN 2002:66926 USPAT2 

TI Acoustic ejection of fluids from a plurality of reservoirs 
IN Ellson, Richard N., Palo Alto, CA, United States 

Foote, Jaoes X., Cupertino, CA, United States 

Mutz, Mitchell W., Palo Alto, CA, United States 
PA Picoliter Inc., Sunnyvale, CA, United States (U.S. corporation) 
PI US 6666541 82 20031223 

AI US 2001-964212 2001092S (9) 

RLI Continuation-in-part of Sec. No. US 2000-727392, filed on 29 Nov 2000 
Continuation-in-part of Ser. No. US 2000-669996, filed on 25 Sep 2000 
DT UtiUty 
FS GRANTED 
LN.CNT 2560 

INCL INCLM: 347/046.000 
NCL NCIM: 347/046.000 
NCL NCLM: 435/287.200 
NCLS: 422/100.000 

IC [7] 

ICM: B41J002-135 

EXF 347/46-48) 347/101; 347/107) 347/10) 347/6; 347/40) 347/43) 347/44) 
347/55) 347/75) 436/180) 427/2.11) 427/600) 435/6 


LIO ANSWER 69 OF 69 USPAT2 on STN 
AN 2002:66874 USPAT2 

TI H«thod for generating oolecular arrays on porous surfaces 
IN Ellson, Richard N., Palo Alto, CA, United States 

Mutz, Mitchell tf., Palo Alto, CA. United States 

Foote, Jaoes K. , Cupertino, CA, United States 
PA Picoliter Inc., Sunnyvale, CA, United States (U.S. corporation) 
PI US 6746104 B2 20040608 

AI US 2001*964215 20010925 (9) 

RLI Continuation-in-part of Sec. No. US 2000-727392. filed on 29 Nov 2000, 
nov abandoned Continuation-in-part of Ser. No. US 2000-669996, filed on 
25 Sep 2000, nov abandoned 

OT Utility 

FS GRANTED 

LN.CNT 2324 

INCL INCLM: 347/046.000 

INCLS: 435/006.0001 435/007.100; 436/180.000 
KCL NCm: 347/046.000 
NCL NCIMt 435/006.000 

NCLS: 435/006.0001 435/007. lOOf 436/180.000? 436/518.000 
IC [7] 

IC34: B41J002-135 

EXF 435/6/ 435/7.11 435/287. 2i 435/DIG.49f 436/180i 436/524-530i 347/46> 

205/81 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


=> s aspartam? (5a) (sulfamid? or sulfonamid?) 

Lll 1 ASPARTAM? (5A) (SULFAMID? OR SULFONAMID?) 


=> d 


Lll ANSWER 1 OF 1 USPATFULL on 5TN 

AN 2003:146848 USFATPULb 

TI Oral dosag* fona of a sulfonamida prodrug 

IN Karin. Aziz, Slcokio, IL, UNITED STATES 

Kvma, Sandeep, Grays laica, IL, UNITED STATES 
Evlng, Gary 0., Kalamazoo, HI. UNITED STATES 

PI US 20O310OS9S Al 20030529 

AI US 2002-292682 Al 20021112 (10) 

PRAI US 2001-3S0596P 20011113 (60) 

DT Utility 

PS APPLICATION 

LN.CNT 1270 

INCL INCIM: S14/406.000 

INCLS: 514/471.000 
NCL NCU1: 514/406.000 

NCLS: 514/471.000 
IC [7] 

lOI: A61K031-415 

ICS: A61K031-365 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 


=> log y 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 71.40 126.30 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE 0.00 -7.30 


STN INTERNATIONAL LOGOFF AT 11:46:46 ON 12 AUG 2005 


NEWS PHONE Direct Dial and Telecoinmunicatn.on Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

■k'k-k^ie^-it'k'k-k'k'it'k STN ColUmbUS *************** 


FILE 'HOME' ENTERED AT 15:10:01 ON 12 AUG 2005 
=> fil reg 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 


FILE 'REGISTRY' ENTERED AT 15:10:09 ON 12 AUG 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 11 AUG 2005 HIGHEST RN 859751-76-1 
DICTIONARY FILE UPDATES: 11 AUG 2005 HIGHEST RN 859751-76-1 


New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH JANUARY 18, 2005 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches . 

********************************************************************* 

* * 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* * 

********************************************************************* 


Structure search iteration limits have been increased. See HELP SLIMITS 
for details. 

Experimental and calculated property data are now available. For more 
information enter HELP PROP at an arrow prompt in the file or refer 
to the file summary sheet on the web at: 
http: / /www. cas . org/ONLINE/DBSS/registryss . html 

=> 

Uploading C:\Program Files\Stnexp\Queries\10784916\10784916i . str 



11 


chain nodes : 

7 8 9 10 11 12 13 14 15 16 18 19 21 22 25 

ring nodes : 

1 2 3 4 5 6 

chain bonds : 

2-10 7-8 7-15 8-9 8-10 9-11 9-12 12-13 13-14 -15-16 15-18 18-19 19-21 
21-22 22-25 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 
exact /norm bonds : 

1- 2 1-6 2-3 3-4 4-5 5-6 7-8 7-15 9-11 12-13 13-14 15-16 15-18 18-19 
19-21 22-25 

exact bonds : 

2- 10 8-9 8-10 9-12 21-22 


G1:C,N 

Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: Atom 7: CLASS 8: CLASS 9: CLASS 10: CLASS 

11: CLASS 12: CLASS 13: CLASS 14: CLASS. 15: CLASS 16: CLASS 18: CLASS 19: CLASS 
21: CLASS 22: CLASS 25: CLASS 


LI STRUCTURE UPLOADED 

=> d 

LI HAS NO ANSWERS 
LI STR 


o 


Gl C^N 


Structure attributes must be viewed using STN Express query preparation. 


=> s LI 

SAMPLE. SEARCH INITIATED 15:10:30 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 110 TO ITERATE 


100.0% PROCESSED 110 ITERATIONS 

SEARCH TIME: 00.00.01 


39 ANSWERS 


FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 


ONLINE ** COMPLETE** 
BATCH ** COMPLETE** 

1571 TO 2829 
406 TO 1154 


L2 


39 SEA SSS SAM LI 


=> s LI full 

FULL SEARCH INITIATED 15:10:34 FILE 'REGISTRY* 
FULL SCREEN SEARCH COMPLETED - 2448 TO ITERATE 


100.0% PROCESSED 2448 ITERATIONS 

SEARCH TIME: 00.00.01 


766 ANSWERS 


L3 


766 SEA SSS FUL LI 


=> fil caplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 


SINCE FILE 
ENTRY 
161.33 


TOTAL 
SESSION 
161.54 


FILE 'CAPLUS' ENTERED AT 15:10:37 ON 12 AUG 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 


Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 


The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 12 Aug 2005 VOL 143 ISS 8 
FILE LAST UPDATED: 11 Aug 2005. (20050811/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> s L3 

L4 64 L3 


=> d 55-64 ibib abs hitstr 


L4 ANSVER SS OF 64 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 


(S): 


CORPORATE SOURCE: 
SOURCE: 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 

B(S): 

AB 


CAPLUS COPYRIGHT 2005 ACS on STN 
199S: 352211 CAPLUS 
122:204547 

Inhibitors of mv-l Protease Containing the Novel and 
Potent (R> - (Bydroxyethyl) sulfonamide Isostece 
Vazquez, Michael L.i Bryant, Martin L. i Clare. 
Hichaeli OeCrescenzo, Gary A.; Doherty, Elizabeth H.i 
Preskos, John N.» Getoan, Daniel P.i Houseman, Kathryn 
A.I Julian, Janet A.; et al. 

Searle Discovery Research, Skokie, IL, 60077, USA 
Journal of Medicinal Chemistry (1995), 38(4), 581-4 
CODEN: JMCHARi ISSN: 0022*2623 
American Chemical Society 
Journal 
BngUsh 

CAS REACT 122:204547 
The authors have prepared and tested a series of novel and highly potent 
HlV-1 protease inhibitors based on the (R) - (hydroxyethyl) sulfonamide 
isosterc. The isotere eKhibits enhanced potency relative to the 
previously reported (hydroxyethyl) urea isotere. The preferred stereochem. 
for the critical hydroxyl group is R. X-ray crystallog. studies show that 
these inhibitors bind to the protease in an extended fashion with one of 
the sulfonamide oxygens forming a hydrogen bond to the key structural 
water mol. Some of the compds. shoved excellent antiviral activity in 
vitro. 
IT XB9M5-90-0 

RL: BAC (Biological activity or effector, except adverse) > BSU (Biological 
study, unclassified); PRP (Properties); BIOL (Biological study) 
(inhibitors of HIV-1 protease containing novel and potent 
(R)- (hydroxyethyl) sulfonamide isoatere in relation to antiviral 
activity) 
RN 159005-90-0 CAPLUS 

CN 2-Thia-3,7,10-triazaundecan-ll*alc acid, 9-<2-amino-2'>oxoethyl) -S-hydroxy- 
3- (3-methylbutyl) -8-oxo-6- (phenylmethyl) phenylaethyl aster* 
2,2-dioxide, (5R,6S.9S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


He2CU 



15900S-91-1P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 

study, unclassified) t PR? (Properties) « SPN (Synthetic preparation) ; BIOL 

(Biological study); PREP (Preparation) 

(inhibitors of BlV-t protease containing novel and potent 

(R)- (hydroxyethyl) sulfonamide isostere in relation to antiviral 

activity) 

159005-91-1 CAPLUS . 


M ANSVER 55 OF 64 CAPLUS OOPYRIGHT 2005 ACS on STN (Continued) 

CN Butanediamide, Nl- [ (IS, 2R) -2-hydraxy-3-[ (3-methylbutyl) (phenylsulf onyl) ami 

no]-l-(phenyliaethyl)pr^iyl]-2-[(2-<iuinolinylcarbonyl)aainoI-, (2S)- (9CZ) 

(CA INDEX NAME) 

Absolute stereochemistry. 



NH? 


IT I59005-a9-7P 15900S-92-2P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); PRP (Properties); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(inhibitors of HIV-1 protease containing novel and potent 

(R)- (hydroxyethyl) sulfonamide isostere in relation to antiviral 

activity) 
RN 159005-89-7 CAPLUS 

CN Butanediamide, Nl-t (IS. 2R) -2-hydroxy-3-( (3-methylbutyl) (methylsulf onyl) ami 
no] -1- (phenylmethyl) propyl] -2- 1 (2-quinolinylcarbonyl) amino] (2S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 159005-92-2 CAPLUS 

CM Carbaraic acid, [ {lS)-3-aniino-l-[( [ (1S,2R) -2-hydroxy-3-[ (3- 

methylbutyl) (phenylsulf onyl) amino] -1- (phenylmethyl) propyl] amino] carbonyl] - 
3-oxopropyl] -, phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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IT 159006-06-17 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(inhibitors of HIV-1 protease containing novel and potent 
(R)- (hydroxyethyl) sulfonamide isostere in relation to antiviral 
activity) 
RN 159006-06-1 CAPLUS 

CN Butanediamide, 2-amino-Nl-[ (IS, 2R) -2-hydroxy-3-[ (3- 

nethylbutyl) (phenylsulfonyl) amino] -1- (phenylmethyl) pr^l] (25) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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r34 



R< I 

CH2Ph 



AB Title coBpds. [I; Rl - H, CH2-502-NH2, CH2-C02Me, COMe. C0NH2. 

CH2-CO-NHHe, CMe2-SH, etc.; R2 - alkyl, acyl, cycloalleyl, cycloalkylalkylr 
N02, cyano, CF3, OH, SH, alko«y, etc.» R3 - alkyl, haloalkyl, alkenyl, 
alkynyl, hydroxyalkyi, alkoxyalkyl, cycloalleyl, etc.» R4, R5 - H, any 
group in the definition of R3; R6 - H, alkyl; R30,R31,R32 - H, allcyl, 
alkenyl, alkynyl, etc.; R33, R34 - H, any group in the definition of R3, 
or R33 and R34 together with X - cycloalkyl, aryl, heterocyclyl, 
heteroacyl provided that vhtn X - O, R3« • nil* X - N, 0, CR17} R17 - B. 
alkylf s - 1. 2i t - 0, 1, 2f y, n - O, S, miSf R15 - any group in 
the definition of R3], effective as retroviral protease inhibitors, and in 
particular as inhibitors of BIV protease, are prepared Thus, 4-benryl 
2(R),3,3-triBethylsuccinate vas condensed with the [ (tert- 
butylaminosulf onyl) amino] prop/lanlne derivative II (preparation given) in 

DHF 

containing BOBt and l-(3^mthylaainopropyl)-3-ethylcarbodiiBida 
hydrochloride to give the title conpound III. Ill had an IC50 of 1.4 fiH 
against retroviral protease In an in vitro study. The title conpds. were 
also coopared with AZT in a CEM cell assay. 

IT 160677-29-2P 1607«S>a2-e» 160765-64-OP 

RL: 5PN (Synthetic preparation) ; PREP (Preparation) 

(preparation of, as intermediate for retroviral protease inhibitors) 

RN 160677-29-2 CAPLUS 

CN L-VaUnaaide, N,M-diraethylglycyl-N- [2-hydroKy-3- [ (2-inethylpropyl) (1- 

piperidinylsulfonyl) amino) -1- ( phenylae thy 1) propyl] -3-methyl-, [R-(R*,S*)]- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



'NMe2 


bH Ph O 


RN 160765-62-B CAPLUS 

CN CartNunic acid. (l-[[(2-hydroxy-3-[(2-Bethylprqpyl) (1- 

pipecidinylsulf onyl) amino] -l- (phenylnethyl)pr<qpyl} amino] carbonyl) -2, 2- 
dimethylpropyl] phcnylnethyl ester, (1S-[IR* (R»),2S*] J- (9CI) (CA INDEX 
NAKE) 

Absolute stereochemistry. 



RN 160765-64-0 CAPLUS 

CN Butanamide, 2-[ (chloroacetyl) amino] -N- [2-hydroxy-3- [ (2-raethylpropyl) (1- 
piperldlnylsulfonyl) amino) -1- (phenylmethyl) propyl] -3, 3-dimethyl-, 
(lS-tlR*(R*),2S*)]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



IT 16076S-56-0P 160765-57- IP 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study) I PREP (Preparation) 

(preparation of, as retroviral protease Inhibitor) 
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RN 160765-56-0 CAPLUS 

CN Butanediamide, N4- [ (1S,2R) -3-[[[ (1,1-dimethylethyl) amino] sulfonyl] (2- 
methylpropyl) amino) -2-hydroHy-l- (phenylmetl^l) propyl] -2, 2, 3-trlmethyl-, 
(3R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


KiNH^^ 



RN 160765-57-1 CAPLUS 

CN 4-Thia-3,5,9-triazatridecan-13-oic acid, 7-hydro8y-2, 2, 11, 12, 12- 

pentamethyl-5- (2-methylpropyl) -lO-oxo-9- (phenylmethyl) 4, 4-dioxide, 
C7R-(7R*,8S*,11R*)1- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


t-BuNH^ /y 


S=0 OH 
He 

Mb Ha '1 
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AB RR'N(CR7R8)tCHRlC(:y)NR6CHR2CH(aH)CH2NR3S0xNR4R5 (R - H, (cyelo) alkyl, 
(hetero) aryl, alkyl (oxy) carbonyl, heterocyclyl(oity)carbonyl, etc.) R* ■ 
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groups cited for R3< R"S02« A" • groups cited for Kit NRR* - 
heterocyclyl, heteroaryli Rl,A7,lt8 - H, {halo)allcyl. amino add side 
chain, 00NH2, C02He. etc. i R1R7 - atons to form a cycloail^l groupi R2 - 
(un) substituted (cyclo) alkyl, aryKalkyl); R3 - (cyclo)alkyl, 
(h«tero)aryl(alkyl) . aminoalkyl, etc.? R4,R5 - H, groups Cited for R3; 
MR4R5 - heterocyclyl, hetoroacyli R6 - H, aikyll Y - 0, S, NH, NR3; t - 
0-2; s - 1 or 21 were prepd. Thus, N-benzyloxycarbonyl-3(S)-amino-l,2(S) - 
epoxy-4-phenylbutane (prepn. given) was condensed with He2CHCa2NB2 and the 
product anidated by ClS02NHCMe3 (prepn > given) to give, after 
deprotection. sulfamamide I (RIO - H) vhich vas N-acylated by 
N-BOC-L-asparagine and the depcotected product N-acylated by 
quinoline-2-carboxylic acid to give I (RIO * quinolinoylasparaginyl group 
Q) , The latter had IC50 of 2nH against HIV-1 infection of CEH cells in 
vitro. 

IT 1«0«77-07-«P 160677-10-lP 160677-1X-2P 
X60«77-13-4P 160677-14-5P 160677-15-6P 

RL; RCT (Reactant)i 5PN (Synthetic preparation); PREP (Preparation) t RACT 
(Reactant or reagent) 

(preparation and reaction of, in preparation of retroviral protease 
inhibitor) 

RH 160677-07-6 CAPLUS 

CN lO-Thia-2,5,9, 11-tetraazapentadecanoic acid, 3- (1, 1-diraethylethyl) -7- 
hydroxy-9- (2-rae thy Ip ropy 1) -4-oxo-6- (phenylnethyl) phenylmetfayl ester, 
10, 10-dioxide, [3S-(3R*,6R*,7S*) ]- (9CI) (OA INDEX NAME) 

Absolute stereochemistry. 



RN 160677-10-1 CAPLUS 

CN Carbamic acid, (3-amino-l-[ ( [2-hydroxy-3-n (4-"ethyl-l- 
piperazinyl) sulfonyl] (2-inethylpropyl) amino] -1- 

(phenylnethyl) propyl] amino] carbonyl] -S-oxopropyl] 1, 1-dimethylethyl 
ester, [IS- [IRMR* ) r2S*) ] - (9CI) (CA INDSt HAKE) 

Absolute stereochemistry. 
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RN 160677-11-2 CAPLUS 

CN lO-Thia-2, 5, 9, 11-tetraazapentadecanoic acid, 3-(2-amino-2-osoethyl)-7- 
hydroxy-9- (2-methylpropyl) -4-oxo-6- (phenylmethyl) -, 1, l-diaethylethyl 
ester, 10, 10-dioxide, (3S-(3R*,6R*,7S*) ] - (9CI) (CA INOEK NAME) 

Absolute stereochemistry. 



NH2 


RN 160677-13-4 CAPLUS 

CN lO-Thla-2,5,9, 11-tetraazatridecanolc acid, 3- (2-amino-2-oxoethyl> -7- 
hydrDity-12, 12-dimethyl-9- (2-nethylpropyl) -4-oxo-6- (phenylmethyl) -, 
1,1-difflethylethyl ester, 10, 10-dioxide, [3S- (3R*,6R*,7S*) }- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 160677-14-5 CAPLUS 

CN 3-Thia-2,4,8,ll-tetraazadodecan-12-olc acid, 10-(2-amino-2-oxoathyl)-6- 
hydroxy-2-methyl-4- (3-methyUnityl) -9-OKO-7- (phenylmethyl) phenylmethyl 
ester, 3,3-dioxlde, [6R-(6R*,7S*,10S*)]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160677-15-6 CAPLUS 

CN Butanediaraide, 2-amino-Nl- (3- (( (dimethylamino) sulfonyl] (3- 

nethylbutyl) amino] -2-hydrojcy-l- (phenylmethyl) propyl] -, (1S-(1R* (R*) ,2S*J J- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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X«0«7S-94-8P 1C0677-16-7P l<0C77>lB-»» 
i60677-27-OP 160877-28-lP 160C77-29-2P 

RL: BAC (Biological activity or effector, except adverse) i BSU (Biological 
study, unclassified) I 5PN (Synthetic preparation)! BIOL (Biological 
study) J PREP (Preparation) 

(prepn. of, as retroviral protease inhibitor) 
RN 160676-88-0 CAPLUS 

CN L-VaUnamide, N,N-dimethylglycyl-H-[3-[ [ (butylamino) sulfonyl) (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -3-methyl-, 
[R-(R*,S*)]- (9CI) (CA INDEX HAKE) 

Absolute stereochemistry. 



O 


RN 160676-99-1 CAPLUS 

CN L-Valinaiaide, N,N'-dimethylglycyl-N-[2-hydroxy-3-[[ (methylamino) sulfonyl] (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl] -3-methyl-, (R- (R*< S*) ]- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 


MeNH^ / 


S=0 OH 



o 


RN 160676-90-4 CAPLUS 

CN Butanedi amide, Nl- [ 3- {[ (4-methyl-l-piperazlnyl) sulfonyl] (2- 
methylpropyl) amino) -2-hydroxy-l- (phenylmethyl) propyl) -2- [ (2- 
quinolinylcarbonyl) amino]-, [1S-[1R* (R*) ,2S*]]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


IT 16067C-BS-0P 160676-S9-1P 160«76r90-4P 
16067C-9].-5P 160676-92-6P i«0C76-93-7P 
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HH2 


RN 160676-91-5 CAPLUS 

CN Butanediamide, Nl-{3-({ (butyiamino)3ulfonyl] (2'-B•thylpra|]yl)ani^o]-2- 
hydroxy-l- (phenylaethyl) propyl] -2- [ (2-quinollnylcarbonyl) anino] 
[lS-tlR*(R*)»2S*l]- (9CI) . tCA INDEX NAME) 

Absolute stareochenistcy. 


RN 160676-94-8 CAPLUS 

CN Butanedi amide, Nl-[3-{ { (cyclohexylamino) sulfonyl] (Z-nethylpropyl) aolno] -2- 
hydroxy-1- (phenyloethyl) propyl] -2- [ (2-quinollnylcai:bonyl)aiBiRo] 
[lS-(lR*(R*)r2S*)]- (9CI) (CA INDEX NAHE) 

Abaolut* starcochemlstry. 



HN 160576-92-6 CAPLUS 

CN Butanediamide, Nl- {3- { [ { (1« l-dinethylethyl) amino] sulfonyl] (2- 
raethylpropyl) amino] -2-hydroKy-l- (phenylnethyl) propyl] -2- [ (2- 
quinolinylcarbonyl) amino}-, [1S-[1R* (R*) ,2S*] }- (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160676-93-7 CAPLUS 

CN Butanediamide, Nl- [Z-hiydroxy-S- [ (2-methylpropyl) ( (phcnylanino) sulf onyl] ai 
no] -1- (phenylmetfayl) propyl] -2- [ (2-qulnolinylcarbonyl) amino] -, 
[1S-[1R*(R*),25*]]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160677-16-7 CAPLUS 

CN Butanedi amide, Nl- [3- [ [ (dimethylamino) sulfonyl] (3-methylbutyl) amino] -2- 
hydrosy-l> (phenylaethyl) propyl] -2- [ (2-quinolinylc«rbonyl) amino] 
[1S-[1RMR*)'2S*]]- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



RN 160677-18-9 CAPLUS 

CN Butanediamide, N4-( (lS,2R)-3-[{ [ (1,1-difflethylethyl) amino] sulf onyl] (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl) -2-( (2- 
napKthalenylcarbonyl) amino] (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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O^^NHZ 

^Bu-i 
NRBu-t 
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OH Ph O 


NMe2 


RN 160677-27-0 CAPLUS 

CN 3-Thia-2,4,8,ll-tetraa2adodecan-12-oic acid, 10-(l,l-diraethylethyl)-6- 
hydroxy-2-methyl-4- (3-methylbutyl) -9-OHO-7- (phenylmethyl) phenylmethyl 
ester, 3,3-dioxide, [6R-(6R*,7S*,10S*) ) - (9CI) (CA INDEX NAHE) 

Absolute -stereochemistry. 


Me2CH 



RN 160677-2B-1 CAPLUS 

CN 3-Thia-2, 4. 8, ll-tetraazadodecan-12-oic acid, 10- (1, 1-dimethylethyl) -6- 
hydroxy-4- (2-fflethylpropyl) -9-OKO-7- (phenylmethyl) phenylmethyl ester, 
3,3-dioxide, [6R- (6R*,7$*,10S*) ] - (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 


HeNH // 



160677-29-2 CAPLUS 

L-Valinamide, N,N-dimethylglycyl-N-[2-hydroxy-3-( (2-nethylpropyl) (1- 

pipe ridi nylsulf onyl) amino) -1- (phenylmethyl) prc^l] -3-methyl-, [R- (R* , S* ) J - 

(9CI) (CA INDEX NAME) 


Absolute stereochemistry. 
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1998-113921 


19930907 

ES 

2200243 



T3 


20040301 

ES 

1998-113921 


19930907 

CN 

1087347 



A 


19940601 

CN 

1993-117370 


19930908 

CN 

1061339 



B 


20010131 





ZA 

9308470 



A 


19940620 

ZA 

1993-8470 


19931112 

US 

5585397 



A 


19961217 

US 

1993-142327 


19931124 

FI 

9501059 



A 


19950418 

FI 

1995-1059 


19950307 

NO 

9500876 



A 


19950508 

NO 

1995-876 


19950307 

NO 

303444 



Bl 


19980713 





HX 

1012631 



Al 


20000623 

HK 

1998-113971 


19981217 

HX 

1023561 



Al 


20040716 

HK 

2000-100689 


19981217 

PRIORITY APPLN. 

INFO. : 




US 

1992-941982 


A2 19920908 








EP 

1993-921428 


A3 19930907 








VO 

1993-US8458 


V 19930907 


OTHER SOURCE (S): 
GI 


MARPAT 122:81141 
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hsCNH""^ OH D 



Title cocqads. A(B) 8NHCH(D)CH(0H)CH2N (0* ) S02E (A - H, Het, Rl-Het, 
(substituted) Rl -CI -6 alkyl, (substituted) R1-C2-6 alkenyl wherein Rl - CO, 
S02, COCO, 02C. etc., Het - C5-7 cycloalkyl, C5-7 cycloalkenyl, C6-10 
aryl, (substituted) 5-7-inembered hetecocyclyl; R2 - H, (Ac) -CI -3 alkyl; B 
- NR2CR3CO, null wherein R3 - H, (substituted) Het or Cl-6 alkyl or C2-6 
alkenyl or C3-6 cycloalkyl or C5-6 cycloalkenyl; x - 0, li D, D* • Ar, 
(subsUtuted) Cl-4 alkyl wherein Ar - Ph, (substituted) 3-6-meBbered 
carbocyclyl or 5-6-meinbered heterocyclylj E " Het-O, Het-Het, 
(substituted) Cl-6 alkyl or C2-6 .alkenyl, C3-6 carbocyclyl) useful also 
against viral infection of HIV-2, HIV-2, or HTLV, are prepared 
4,3-(AcNH)FC6H3S02Cl and syn-I (A - qulnoUn-2-ylcarbonyl, D' - Me2CHCH2) 
(preparation given) in CH2C12 was treated with F3CC02H followed by NaHC03 

4>FC6H4S02C1 to give the title conpound II which inhibited HIV-1 protease 
with IC50 of <0.1 nM. 

160230-OS-7P 160230-06-8P 160230-07-9P 
160230-OB-OP 160230-09-lP 160230-10-4P 
160230-lI-SP 160230-12-6P 160230-13-7P 
160230-l.«-ep 1.60230-XS-AP 1C0230-I6-OP 
160330-17-lP im230-lS>2P 160230-X9-3P 
l«02aO-20-^P 160230-21-7P 160230-22-8P 
I602aO-23-9P 160230-24-OP 160230-25-lP 
160230- 27-3P 160230-29-5P 160230-3 1-9P 
160230-33-lP 160230-35-3P 160230-50-2P 

160230- 72-eP 160231-88-9P 160231-89-OP 

160231- 90-3P 160231-91-4P 160231-92-5P 
160231-93-6P 160231-96-9P 160333-42-6P 
160333-43-7P 160333-44-8P 160333-4S-9P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of as HIV-1 protease inhibitor) 
160230-05-7 CAPLUS 

Butanediamide, Nl-[ (lS,2R)-2-hydrosy-l- (phenyliMthyl) -3- 

[ (phenylmethyl) (phenylsulfonyl) amino] propyl] -2>[ (2- 

qui noli ny lea rbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 


Absolute stereochemistry. 
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RN 160230-06-8 CAPLUS 

CN Butanediandde, Nl-niS,2R) -3- [ [ (3- (acetylamino) -4- 

f luorophenyl] sulf onyl] (phenylmethyl) amino] -2-hydroxy-l- 

(phenylmethyl) propyl] -2- I (2-quinolinylcarbonyl) amino]-, (25)- (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 


O 



RN 160230-07-9 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -3- ( I (3, 5-diinethyl-4- 

isoxazolyl) sulf onyl] (phenylmethyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] - 
2-[(2-quinolinylcarbonyl)amino]-, (ZS)- (9CI) (CA INDEX NAME) 

Absolute stereoehefflistry. 



RN 160230-08-0 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -2-hydroxy-l- (phenylmethyl) -3- [ (phenylmethyl) ( [3- 
(trif luoromethyl) phenyl] sulfonyl] amino] propyl] -2-[ (2- 
quinoUnylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX HAKE) 
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RN 160230-09-1 CAPLUS 

CN Butanediamide, Nl-{ (IS. 2R) -3- t [[2- (acetylamino) -4-methyl-5- 

thiazolyl] sulfonyl] (phenylmethyl) amino] -2-hydcoxy-l- (phenylmethyl) propyl] - 
2-[(2-quinoUnylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute steraochanistry. 



RN 160230-10-4 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -2-hydroiry-3- [ [ [5- (3-isoxazolyl) -2- 

thienyl] sulfonyl] (phenylmethyl) amino] -1- (phenylmethyl) propyl] -2- ( (2- 
quinolinylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-11-5 CAPLUS 

CN Benzoic acid, 3-([[(2R,3S}-3-([(2S)-4-amino-l,4-dloxo-2-( (2- 
quinollnylcarbonyl) amino] butyl] amino] -2-hydroxy-4- 
phenylbutyl] (phenylmethyl) amino] sulfonyl}- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


Absolute stereochemistry. 
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C02H 



m 160230-12-6 CAPLUS 

ON Butanedlamida, Nl^t as,2R)-2-hydroKy-3-[ <BMthylsulfonyl) (pheoylaMthyDamin 
ol-l-(phenyli]iethyl)propyl]-2-[(2-qulnoUnylcarbonyl) amino}-, (2S)- (9CI> 
(CA INDEX NAME) 

Absolute stereochemistry. 


HP o=s^ 



BN 160230-13-7 CAPLUS 

CN Butanedianide, Nl-{(lS,2R)-3-[(2,i;3-benzoxadiazol-4- 

ylsulf onyl) (phenylmethyl) amino] -2-hydroiiy-l- (phenylmethyl) propyl] -2- 1 (2- 
quinolinylcarbonyl) amino]-, (25)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-14-9 CAPLUS 

CM Butanedi amide, Nl- [ (IS, 2R) -3- [ [ (3- (ami nosulf onyl) phenyl] sulfonyl] (phenylaw 
thyl) amino] -2-hydroxy-l- (phenylmethyl) propyl) -2-[ (2- 
quinolinylcarbonyl) amino] (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


RN 160230-15-9 CAPLUS 

CN Butanedi amide. Nl- ( (IS, 2R) -3- ([ (dimethylamino) sulfonyl] (phenylmethyl) amino 
) -2-hydroxy-l- (phenylmethyl) propyl] -2-[ (2-quinolinylcarbonyl) amino] 
(2S)- (9CI} (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-16-0 CAPLUS 

CN Butanedi amide, Nl - [ (IS. 2R) -2-hydco«y-3- ( (2-methylpropyl) [ [5- (2-pyridinyl) - 
2-thienyl] sulfonyl] amino] -I- (phenylmethyl) propyl] -2- [ (2- 
quinoUnylcarbonyl) amino]-, (2S)-(9CI) (CA INDEX HAHE) 

Absolute stereochemistry. 



CN Butanediamide, Nl- [ (IS, 2R) -2-hydcosy-3- { (2-RCtbylprcwl) 1 1*- 

(phenylsulf onyl) -2-thienyl] sulfonyl] amino] -I- (phenylmethyl) propyl] -2- [ (2- 
qui noUny lea rbonyl) amino] (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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m 160230-18-2 CAPLUS 

CN Butanediamide, Nl-[ (IS, 2R) -3-[[ (4-fluorophenyl) sulfonyl] (2- 
methylpropyl) amino] -2-hydcoxy-l- (phenylmethyl) pr<^l] -2- [ (2- 
quinolinylcacbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 160230-21-7 CAPLUS 

CN Butanediamide, Nl-f (IS, 2R) -3- [[ [4- (ace tylamino) phenyl] sulfonyl] (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2-[ (2- 
quinolinylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



O 

» T A 


nt 160230>19-3 CAPLUS 

CN Butanediamide, Nl- [ (1S,2R) -3- [ [ [4- (acetylamino) -3-f luorophenyl] sulfonyl] (2- 
nethylpropyl) amino] -2-hydroJty-l- (phenylmethyl) propyl] -2-1 (2- 
quinolinylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX N»(E) 

Absolute stereochemistry. 



RN 160230-20-6 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -3- [[ (3- (acetylamino) -4-fluocophenyl] sulfonyl] (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2-( (2- 
quinoliny lea rbonyl) amino]-. {2S)^ (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


RN 160230-22-8 CAPLUS 

CN Butanediamide, Nl-[ (IS, 2R) -3- [ [[2- (acetylamino) -4-methyl-5- 
thiazolyl] sulfonyl] (2-methylpropyl) amino] -2-hydroiiy-l- 
(phanylmcthyl) propyl] -2- [(2-quinoUnylcarbonyl) amino]-, (2S)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 160230-23-9 CAPLUS 

CN Butanediamide, Nl- ( (IS, 2R) -3- [[ [3- (acetylamino) phenyl] sulfonyl] (2- 
methylpropyl) amino) -2-hydroxy-l- (phenylmethyl) propyl] -2- [ (2- 
quinoUnylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 160230-24-0 CAPLUS 

CN Butanedlandde, Nl-[ (1S,2R) -3-( (2, 1, 3-benzoxadiazol-4-yl9Ulfonyl) (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylcethyl) propyl] -2-{ (2- 
quinolinylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolut* 8t«reochenistry. 


NH2 OH i-Bu 



RN 160230-25-1 CAPLUS 

CN Butan«diamide, Nl-[ (IS, 2R) -3-[ [ (dimethylanino) sulfonyl] (2- 
nsthylpropyl) amino] -2-hydroxy-l- (phenylnethyl) propyl] -2-[ (2- 
quinoUnylcarbonyl) amino] (2S)- (9CI} (CA INDEX NAME) 

Absoluts stsrsochsmistry. 
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CH 1 


CRN 160230-26-2 
CHP C34 B45 N5 07 S 


Absolute stsrsochsmistry. 



CRN 76-05-1 
CM7 C2 H F3 02 


RN 160230-29-5 CAPLUS 

CN Carbaraic acid, [ (IS) -l-[{ [ (IS, 2R) -3-[ [ [4- (acetylamino) phenyl] sulfonyl] (2- 
methylpropyl) amino] -2-hydroiiy-l- (phenylttethyl) propyl] amino] carbonyl] -2- 
msthylpropyl] -. 4-pyridinylmetliyl ester, mono (trlfluoroace tats) (salt) 
(9CI) (CA INDiX NAME) 

CM 1 

CMJ 160230-28-4 
CMF C34 B45 N5 07 S 

Absolute stsrsochsmistry. 
AcNB 


160230-27-3 CAPLUS 

Carbamic acid, ( (IS) -l-[ [ [ (IS, 2R) -3-( [ (4- {acetylanino) phenyl] sulfonyl] (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] amino] carbonyl] -2- 
raethylpropyl] 2-pyridinylmethyl ester, nono(tri£luoroacetate) (salt) 
(9CI) (CA INDEX NAME) 


CRN 76-05-1 
CMF C2 H F3 02 
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RN 160230-31-9 CAPLUS 

CN 3-Thia-2,4,8,ll-tetraazadodecan-12-oic acid, 6-hydroxy-2-methyl-10- (1- 

nethylethyl) -4- (2-methylpropyl) -9-oxo-7- (phenylmethyl) -, 2-pyridinylmethyl 
ester, 3,3-dioiiide, (6R,7S,105)-, raono(trif luoroacetate) (salt) (9CI) (CA 
INDEX NAME) 

CH 1 

CRN 160230-30-8 
CMF C28 H43 N5 06 S 

Absolute stereochemistry. 



CRN 76-05-1 
CMF C2 H F3 02 



NHe2 


F-C-C02H 


160230-35-3 CAPLUS 

Carbamic acid, ( (IS) -1- [ [ [ (IS, 2R) -3-[ [ (4-f luorophenyl) sulfonylj (2- 
raethylpropyl) amino) -2-hydroity-l- (phenylmethyl) propyl] ami no] carbonyl] -2- 
methylpropyl] 2-pyridinylmethyl ester, mono (trif luoroacetate) (salt) 
(9CI) (CA INDEX NAME) 


CRN 76-05-1 
CMF C2 H F3 02 


160230-33-1 CAPLUS 

Carbamic acid, [ (IS) -1- [ [ ( (1S,2R) -3-{ (2, 1, 3-benzo8adiazol-4-yi9ulfonyl) (2- 
methylpropyl) amino] -2-hydroxy-l -(phenylmethyl) propyl] amino] carbonyl] -2- 
nethylpropyl]-, 3-pyridinylmethyl ester, mono(trl£luoroacetate) (salt) 
(9CI) (CA INDEX NAME) 

CM 1 

CRN 160230-32-0 
CMF C32 H40 N6 07 S 


CRN 160230-34-2 

CMF C32 H41 F N4 06 S 


Absolute stereochemistry. 



CRN 76-05-1 
OtF C2 H F3 02 


Absolute stereochemistry. 
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(Continuad) 


F 
I 

F-C-002H 
F 


RM 160230-50-2 CAPLUS 

CN Butanediaraide, N- [ (IS, 2R) -3- [ [{4- (acetylaiiiino}phenyl] sulfonyl] (2- 

Dfithylpropyl) amino] -2-hydroxy-l-(phenylra«thyl)prc^l]'> (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 


O 



RN 160230-72-8 CAPLUS 

CM Acetamide, N- [ (IS. 2R) -3- [ [ [4- (acetylaiaino) phenyl] sulf onylj (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2,2- 
bis{ (aminocarbonyl) amino]- (9CI) (CA INDEX NAME) 

Absolute stereochenistiy. 



BN 160231-88-9 CAPLUS 

CN 2-Thia-3, 7, 10-tciazaundecan-ll-olc acid, 5-hydcoicy-9-E (IS) -1-methylpropyl] - 
8-oxo-l-phenyl-3,6-bis(phenylaethyl)r, phenylmethyl ester, 2, 2-di03(ide, 
(SR,6S,9S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160231-89-0 CAPLUS 

CN Carbamic acid, ( (IS, 2S) [ ( (IS, 2R)-3-( ( (3- (acetylamino) -4- 
fluorophenyl]sulfonyl] (2-methylpropyl) amino] - 2-hydroKy-l- 
(phenylraethyl) propyl] amino] carbonyl] -2-mathylbutyl} phenylmethyl ester 
(9CI) (CA INDEX NAHE) 

Absolute steraochefflistry. 



NHAc OH Ph O 


RN 160231-90-3 CAPLUS 

CN 2-Quinoxalinecarboxamide, N-[ (IS, 25) -!-[[[ (IS, 2R) -3- [ [ [3- (acetylamino) -4- 
f luorophenyl] sulf onyl] (2-methylpropyl) amino) -2-hydroxy-l- 
(phenylMthyl) propyl] ami no] carbonyl) -2-iBethylbutyll- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 160231-91-4 CAPLUS 

CN Ca Sarnie acid, [2- [[ (IS, 2R)>3-[ ([4- (acetylamino) phenyl] sulf onyl] (2- 

methylpropyl) amino] -2-hydrosy-l- (phenylmethyl) propyl] amino] -1, l-dimethyl-2 
oxoethyl]-, 1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 160231-92-5 CAPLUS 

CN 2-Quinolinecacboxamide, N-[2-I{ (1S,2R) -3-[[[4- 
(acetylafflino) phenyl] sulf onyl] (2-nethylpropyl) amino] -2 -hydroxy- 1- 
(phenylmethyl) propyl] amino] -l,l-dimetfayl-2-oxoetbyl]- (9CI) (CA INDEX 
NAME) ' 

Absolute stereochenistcy. 



RN 160231-93-6 CAPLUS 

CN Butanediamide. Nl-[ (lS,2S}-2-bydroxy-3-[ [[5-(3-isoxazolyl) -2- 

thienyl] sulf onyl] (2-methylpropyl) amino] -1- (phenylmethyl) propyl] -2- [ (2- 
quinoUnylcarbonyl) amino]-, (25)- (9CI) (CA INDEX NAME) 

Absolute steceochenistry. 



RN 160231-96-9 CAPtUS 

CN Butanediamide, Nl-[ (IS, 2R)-3-{ [ [4- (acetylamino) -3- 

f luorophenyl] sulf onyl] (phenylnethyl) amino] -2-hydroxy-l- 

(phenylmethyl) propyl] -2- [(2-quinoUnylcarbonyl) amino]-, (25)- (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 
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RN 160333-42-6 CAPLUS 

CN Butanediamide, Nl-C (IS, 2S) -3-1 [ [4- (acetylamino) -3-f luorophenyl] sulfonylj (2 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2- [ (2- 
quinolinylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160333-43-7 CAPLUS 

CN Butanediamide, Nl- [ (IS, 25) -3-t (2, 1, 3-benzoxadiazol-4-ylsulf onyl) (2- 
methylpropyl) amino] -2-hydro«y-l- (phenylmethyl) propyl] -2-[ (2- 
quinolinylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160333-44-8 CAPLUS 

CN Butanediamide, Nl-[ (IS, 25) -3- ([ [4- (acetylamino) phenyl] sulf onyl] (2- 
methylpcopyl) amino] -2-hydcoxy-l' (phenylmethyl) propyl] -2-[ (2- 
quinolinylcarbonyl) amino]-, (25)- (9CI) (CA INDEX NAME) 


Absolute stereochemistry. 
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RN 160393-45-9 CAPLUS 

CN Butanediaaids, Nl-[<15,2S)-3-[[[3-(acetylaiBino)-l-fluorophenyll3Ulfonyl] (2- 
mthylpccqpyl) anino} -2-hydroxy-l- (phenylswthyl) propyl] -2- [ (2- 
qulnolinylcarbonyllaaino)-. (2S)- (9CZ) (OA INDEX WWE) 

Absolute stereochemistry. 



U ANSWER 59 OF 64 CAPLUS COPYRIGHT ZOOS ACS on STN 
ACCESSION NUMBER: 1994:701324 CAPLUS 

DOCUMENT NUMBER: 121:301324 

TITLE: Preparation of hydroxyetfaylamino sulfonaoides useful 

as retroviral protease inhibitors 
INVENTDR(S): Vazquez, Michael h.t Mueller, Richard A. i Talley, John 

J.; Getoan, Danieli Decrescenzo, Gary A. i Freskos, 

John N. 

PATENT ASSIGNEE(S): G.D. Seacle and Co., USAi Monsanto Co. 

SOURCE: POT Int. Appl.. 198 pp. 

COOEN: PIXXD2 
DOCUMENT TYPE: -Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 6 
PATENT ZNFORnATZON: 


PATENT NO. 



KIND 

DATE 

APPLZCATICm NO. 


DATE 

TO 

9404492 



Al 


19940303 

VO 

1993-US7814 


19930824 


V: AT, 

AU, 

BB, 

BG, 

BR 

BY, CA, CH 

CZ, OB. DK. ES, 

FI, 

GB, HU, JP, 


XP« 

KR, 

KZ, 

LX, 

LU 

MG, MN, MV 

NL, NO, NZ. PL, 

PT, 

BO, RU, SD, 


SE, 

SK, 

UA, 

US, 

VN 







Rtf: AT, 

BE, 

CH, 

DE, 

OK 

ES, FR, GB 

GR, IE. IT, LU, 

MC, 

NL, PT, SB, 


BF, 

BJ, 

CF, 

CG, 

CI 

CM, GA, GN 

ML, MR, NB. SN, 

TD, 

TG 

EP 

656887 



Al 


19950614 

EP 

1993-923714 


19930824 

EP 

656887 



HI 


19981028 






R: AT, 

BE 

CH 

OE, 

OK 

ES, FR, GB 

GB, IE, IT, LI, 

LU 

NL, PT, SE 

JP 

08 501 2S 8 



T2 


19960213 

JP 

1994-506530 


19930824 

JP 

3657002 



B2 


20050608 





AU 

680635 



B2 



AU 

1994-53474 


19930824 

AU 

9453474 



Al 


19940315 





EP 

810209 



A2 


19971203 

EP 

1997-113434 


19930824 

EP 

810209 



A3 


19981202 





EP 

810209 



Bl 


20020605 






R: AT, 

BE, 


OE, 

DK 

E5 FR GB 

GR. IT, LI. LU, 

* 

SE PT IE 

AT 

172717 



E 


19981115 

AT 

1993-923714 


19930824 

E5 

2123065 



T3 


19990101 

ES 

1993-923714 


19930824 

RU 

2173680 



C2 



RU 

1995-106624 


19930824 

AT 

218541 



E 


20020615 

AT 

1997-113434 


19930824 

PT 

810209 



T 


20020930 

PT 

1997-113434 


19930824 

E5 

2177868 



T3 


20021216 

ES 

1997-113434 


19930824 

US 

6060476 



A 


20000S09 

US 

1994-204827 


19940302 

US 

5968942 



A 


19991019 

US 

1994-294468 


19940823 

NO 

9500533 



A 


19950213 

NO 

1995-533 


199S0213 

FI 

9500650 



A 


19950214 

Fl 

1995-650 


19950214 

Fl 

112471 



Bl 


20031215 





US 

645S581 



Bl 


20020924 

US 

1995-451090 


. 19950525 

US 

6046190 



A 


20000404 

US 

1996-586866 


19960124 

NO 

9S03099 



A 


19950213 

NO 

1998-3099 


19980703 

NO 

307047 



Bl 


20000131 





US 

6248775 



Bl 


20010619 

US 

1999-288080 


19990408 

US 

6500B32 



Bl 


20021231 

US 

2000-525161 


20000314 

US 

20020S2399 


Al 


20020502 

US 

2001-79S25S 


20010305 

US 

6417387 



82 


20020709 





ri 

2001002317 


A 


20011127 

PI 

2001-2317 


20011127 

us 

2003191319 


Al 


20031009 

US 

2002-157019 


20020530 

us 

6646010 



B2 


20031111 





us 

2004044047 


Al 


20040304 

US 

2002-199481 


20020722 

us 

6846954 



B2 


20050125 





US 

69242B6 



Bl 


20050802 

US 

2003-633376 


20030804 

us 

2004229922 


Al 


20041118 

US 

2004-812343 


20040330 


L4 ANSWER 59 OF 64 CAPLUS 
PRIORITY APPLN. INFO. : 


OTHER SOURCE (S): 
GI 


COPYRIGHT 2005 ACS on STN 

US 1992-934984 

EP 1993-923714 

US 1993-110911 

WO 1993-US7914 

US 1994-204B27 

US 1994-204S72 

US 1994-294468 

VO 1994-US9139 

US 1995-451090 

US 1999-288080 

US 2001-798255 

US 2002-157019 

US 2002-199481 

MARPAT 121:301324 


(Continued) 

A2 19920825 
A3 19930824 
A2 19930824 
W 19930824 
A2 19940302 
B2 19940302 
Al 19940823 
V 19940823 
A3 19950525 
Al 19990408 
Al 20010305 
Al 20020530 
A3 20020722 


Y 

RR' N (CRI Rl" ) t^^^ A.^^^S0kR< 


r1 an 



AB Title conpda. [I and II > R - H, alkosycarbonyl, aralkoxycarbonyl, 
alky lea rbonyl, cycloalkylcarbonyl, heterocyclylcarbonyl, 
heteroaryloxyalkyl, hydroxyalkyl, aryl, allcyl, alkenyl, alkynyl, 
substituted aminocarbonyl, etc.; R' - H, R3, R*'S02» RR'N ■ heterocyclyl, 
heteroatyl; Rl - H, CH2S02NH2, CH2C02Mo, C02Ma, C0NH2, C«e2SH, alkyl, 
haloallcyl, alkenyl, alkynyl, cycloalkyl, amino acid side chains, etc. j 
Rl', Rl" - H, Rl; 1 of Rl', Rl" together with Rl form a cycloalkyl 
radical; R2 - (substituted) alkyl, acyl, cycloalkyl, cycloalkylalkyl, 
aralkyl; R3 - H, alkyl, haloalkyl, alkenyl, alkynyl, hydroxyalkyl, 
alkoxyalkyl, cycloalkyl, heterocycloalkyl, heteroacyl, aryl, aralkyl, 
heteroaralkyl, (substituted) aminoalkyl, etc.i R4 - R3, except Hi R6 - H. 
alkyli 8 - 0-2i t •> 0, li Y * 0, S, laino], were prepared Thus, title 
compound (III, solution phase preparation given) Inhibited HIV protease 

vith IC50 - 
16 nH. 

IT 159005-6B-2P 1S9005-69-3P 159005-70-6P 
159005-e»-7P 1S9005-90-OP 159005-91-lP 
159005-92-2P 15900S-93-3P 159005-94-4P 
1S9005-95-5P 1B9006-07-2V 1S9006-2X-OP 
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RL: BAC (Biological activity or effector, except adverse)! BSU (Biological 
study, unclassified)! SPN (Synthetic preparation)! BIOL (Biological 
study)! PREP (Preparation) 

(prepn. of, as HIV protease inhibitor) 

RN 159005-68-2 CAPLUS 

CN L-Isoleucinamide, N.N-dimethylglycyl-N- [ (IS, 2R) -2-hydcoxy-3- [ [ (4- 

methoxyphenyl) sulf onyl] (2-nethylpropyl) amino] -1- (phenylmethyl) propyl] - 
(9CI) (CA INDQC NAME) 

Absolute stereochenistry. 



NMe2 


RN 159005-69-3 CAPLUS 

CN L-Isoleucinanide, N-iMthylglycyl-N-( (1S,2R) -2-bydroiiy-3-t (3- 

nethylbutyl) (phenylsulf onyl) amino] -1- (phenylmethyl) propyl] - (9CI) 
INDEX NAME) 

Absolute stereochemistry. 



RN 159005-70-6 CAPLUS 

CN L-Isoleucinamide, N,N-diraethylglycyl-N-l (1S,2R) -2-hydroify-3-[ (3- 
nethylbutyl) (phenylsulf onyl) amino} -1- (phenylmethyl) propyl] - (9CI ) 
INDEX NAME) 

Absolute stereochemistry. 
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Absolute stereocbeiBlstry. 



RN 159005-89-7 CAPLUS 

CN Butanediamide, (lS,2R)-2-hydroxy-3-[(3-aetltylbutyl) (nethylsulfonyl)amL 
no] -l-(phsnylmethyl) propyl] -2-[(2-quinoIinylcarboiiyl)8adLno]-, (2S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochesiietry. 



RN 159005-90-0 CAPLUS 

CN 2-Thla-3,7,10-triazaundecan-ll-oic acid, 9- (2-aiiiino-2-oKoethyl) -5-hydrosy- 
3-(3-Bethylbutyl) -8-oxo-6-(phenylaethyl)-, phenylmetliyl ester, 
2,2-dioside, (5R,6S,9S)- (9CI) (CA INDEX NAHE) 

Absolute stereochenistry. 



RN 159005-91-1 CAPLUS 

CN Butanediamide, Nl-[ (IS, 2R) -2-hydroxy-3- [ (3-methylbutyl) (phenylsuif onyl) ami 
no] -l-(phenylraethyl) propyl] -2- [ (2-quinolinylcarbonyl) amino}-, (2S)- (9CI) 
(CA INDEX NAHE) 



RN 159005-92-2 CAPLUS 

CN Carbaaic acid, [ (IS) -3-amino-l-l ( [ (1S,2R) -2-hydroxy-3-[ (3- 

nethylbutyl) (phenylsulf onyl) anino] -1- (phcnylnethyl) propyl] amino] carbonyl] - 
3-oxopropyl]-, phen/lnethyl ester (9CI) (CA INDEX NAHE) 

Absolute stereochendstry. 



RN 159005-93-3 CAPLUS 

CN L-VaUnamide, N,N-dimsthylglycyl-N-[ (lS,2R)-2-hydroicy-3-[ (3- 

raethylbutyl) (phenylsulf onyl) andno] -1- (phanylnethyl) propyl] -3-mathyl- (9CI) 
(CA INDEX NAME) 

Absolute Stereochemistry. 



O 


BN 159005-94-4 CAPLUS 

CN L-VaUnamlde, N-mathylglycyl-N- [ (15, 2R) -2-hydroxy-3-( (3- 
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nethylbutyl) (phenylsulfonyl) amino] -1- (phenyloethyl) propyl] -3-methyl- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 159005-95-5 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -2-hydroxy-3- [ (3-methylbutyl) (phenylsulfonyl) ami 
no] -1- (phenylmethyl) propyl] -N4-methyl-2- [ (2-quinolinylcarbonyl) amino] 
(2S)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



RN 159006-07-2 CAPLUS 

CN L-Valinamide. N,N-diBethyiglycyl-N- ( (IS, 2R) -2-hydroxy-3- 1 (3- 

nethylbutyl) (raethylsulf onyl) amino] -1- (phenylmethyl) propyl] -3-methyl- (9CI) 
(CA INDEK NAME) 

Absolute stereochemistry. 



O 


L4 ANSWER 59 07 64 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 
RN 1S9006-21-0 CAPLUS 

CN Carbamlc acid, [ (IS) -3-amino-l-[ [[ (IS, 2R) -2-hydroxy-l- (phenylmethyl) -3- 
[ (phenylsulfonyl) pcopylamino] propyl] amino] carbonyl] -3-osopropyl] 
phenylmthyl ester (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



IT 1S9006-49-2P 

RL: SPN (Synthetic preparation)! PREP (Preparation) 

(preparation of, as HIV protease inhibitor intermediate) 
RN 159006-49-2 CAPLUS 

CN Butanediamide, 2-amino-Nl- [2-hydroxy-3- [ (3-BethylbutyI) (phenylsulfonyl) ami 
no) -1- (phenylmethyl) propyl] -N4-methyl-, monohydrochlorlde, 
[1S-[1R»(R*),2S*]]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 


• KCl 


IT 1S9005-90-OP 15900S-92-2P 159006-05-OP 
159006-06-X» 1.59006-0B-3P 1S9006-10-7P 
159006-12-9? 159006-13-OP 1S9O06-1S-2P 
1S9006-16-3P lS9006-ie-5P 1S900S-22-1P 

RL: SPN (Synthetic preparation) » PREP (Preparation) 

(preparation of, as intermediate for HIV protease inhibitor) 
RN 159005-90-0 CAPLUS 

CN 2-Thia-3, 7,10-triazaundecan-ll-oic acid, 9-(2-amino-2-oxoethyl) -5-hydroKy- 
3-(3-methylbutyl) -8-o«o-6-(phenylraethyl)-, phenylmethyl ester, 
2,2-diOxide, (5R,6S,9S)- (9CI) (CA INDEX NAHE) 


M ANSWER S9 OF 64 CAPLUS aiPYRIGRT 200S ACS on STN (Continued) 
Absolute st<reoch«mi9try. 



RN 159005-92-2 CAPLUS 

CN Carbamic acid. [ (IS) -3-amir»o-l-[ [ [ (XS, 2R) -2-hydroxy-3-t (3- 

luthylbutyl) (phsnylsulfonyl) amino) -1- (phenylmethyDprc^l) aoino] cacbonyl] 
3-oxopropyl] phanylmathyl estec (9CI) (CA INDEX NAME) 

Absoluts stsrsochsBistcy. 



RN 159006-05-0 CAPLUS 

CH Butanediaoide, 2-amino-Hl-[ (15, 2R) -2'hydrO]iy-3-t (3- 

raethylbutyl) (raethylsulfonyl) amino] -1- (phenylmethyDprqpyl] (2S)- (9CI) 
(CA INDEX NAKE) 

Absoluts stereochenistcy. 



L4 ANSWER 59 0? 64 CAPLUS COPYRIGHT 2005 ACS on STN (Continuad) 
RN 159006-06-1 CAPLUS 

CN Butanedianide, 2-anino-Nl-l (1S.2R) -2-hydco)iy-3-( (3- 

methylbutyl) (phenylsulf onyl) amino] -1- (phenylmethyl) propyl] (2S> - (9CI) 
(CA INDEX NAME) 

Absoluta steceocheraistry. 



RN 159006-08-3 CAPLUS 

CN 2-Thia-3,7,10-tcia2aundecan-ll-oic acid, 9-{l,l-dim«thylethyl)-S-hydroxy-3- 

(3-msthylbutyl)-e-oxo-6-(phsnylmethyl)-, phenylmethyl eater, 2,2-diOBide, 
(5R,6S,9S)- (9CI) (CA INDEX NAME) 

Absolute stsreochemistry. 



O 


RN 159006-10-7 CAPLUS 

CN Carbamic acid, I (IS) -l-I [t (1S,2R) -2-hydroxy-3-[ (3- 

methylbutyl) (phenylsulf onyl) amino] -1- (phenylmethyl) propyl] amino] carbonyl] - 
2,2-dimethylpropyl]-, phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 159006-12-9 CAPLUS 

CN Butanamide, 2-[ (bromoacetyl) amino] -N-I {1S,2R) -2-hydroicy-3-t (3- 

methylbutyl) (phenylsulf onyl) amino] -1- (phenylmethyl) propyl] -3, 3-dimethyl-< 
(2S)- (9CI) (CA INDEX NM«E) 

Absolute stereochemistry. 



RN 159006-13-0 CAPLUS 

CN Carbamic acid, ( (lS,2S)-l-[ ( I (1S,2R) -2-hydroicy-3-[ (3- 

methylbutyl) (phenylsulf onyl) amino] -1- (phenylmethyl) propyl] amino] carbonyl] - 
2-fflethylbutyl}-, 1 , 1-dimethylethyl ester (9CI) (CA INDQC NAME) 

Absolute stareochemistcy. 



159006-15-2 CAPLUS 

Pentanandde, 2-[ (chloroacetyl) amino] -N-C (IS, 2R) -2-hydroxy-3- ( (3- 
methylhutyl) (phenylsulf onyl) astino} -1- (phenylmethyl) propyl] -3-mathyl-, 
(23, 33)- (9CI) (CA INDEX NAME) 


L4 ANSWER 59 OF 64 CAPLUS COPYRIGHT 2005 ACS on STN 
Absolute stereochemistry. 



RN 159006-16-3 CAPLUS 

CN Carbamic acid, [ (IS, 2S) -1- I [ t (IS, 2R) -2-hydroxy-3-t { (4- 
methoxyphenyl) sulf onyl} (2-methylpropyl) amino} -1- 

(phenylmethyl) propyl] amino] carbonyl] -2-methylbutyll phenylmethyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 159006-18-5 CAPLUS 

CN Pentanamide, 2- [ (chloroacetyl) amino) -N-[ (IS, 2R) -2-hydroxy-3-[ [ (4- 

methoxyphenyl) sulf onyl] (2-methylpropyi) amino] -1- (phenylmethyl) propyl] - 
methyl-, (2S,3S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



CH2CI 


RN 159006-22-1 CAPLUS 

CN Carbamic acid, [ (IS)-l-I [[ (IS,2R) -2-hydro>iy-3-[ (3- 

methyllxityl) (phenylsulf onyl) amino] -1- (phenylmethyl) propyl] amino] carbonyl] - 

3-(methylamino)-3-oicopropyl)-, 1, 1-dimethylothyl ester (9CI) (CA r 

NAME) 

Absolute stereochemistry. 
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H«NH ^0 


ACCESSION NUMBER; 
DOCUKENT NUHBER: 
TITLE: 


PATENT ASSIGNEE (S) t 
SOURCE: 


DOCUMENT TYPE: 


FAMILY AOC. NUM. COUNT: 
PATENT INFORMATION: 


1994:579258 CAPLUS 
121:1792S8 

N- (alkanoylamlno-2-hydrosypropyl) sulf onaaidts usaful 
as HIV protease inhibitors 

Vazquez, Michael L,t Mueller, Richard A.f TaUey, John 
J.> Getoan, Daniels Deereseenzo, Gary A. i Freakos, 

John N. 

G.D. S«arle and Co., USAf Monsanto CO. 

PCT Int. Appl., 103 pp. 

COOEN: PIXXD2 

Patent 

English 

2 


PATENT NO. 



KIND 

DATE 


APPLICATION NO. 


DATE 

tfO 

9404491 



Al 


19940303 


VO 1993-US7B1S 


19930825 


tf: AT, 

AU, 

BB. 

BG, 

BR, 

BY, CA, 

OH, 

, CZ, DE, DK, BS, 

FX, 

, GB, HU, JP, 


KP, 

KR, 

KZ, 

LK, 

LU, 

HG, HN, 

HV, 

, NL, NO, NZ, PL, 

PT, 

, RO, RU, SD, 


SB, 

SK, 

UA, 

US, 

VN 







RW: AT, 

BE, 

CH, 

DE, 

DK, 

ES. FR, 

GB, 

, GR. IE, IT, LU, 

MC, 

, NL, PT, SB, 


BF, 

BJ, 

CF, 

CG, 

CI, 

CM, GA, 

GN, 

, HL, MR, NE, SN, 

TO, 

, TG 

EP 

656886 



Al 


199B0614 


BP 1993-920213 


19930824 

EP 

656886 



Bl 


19970625 






R: AT, 

BE, 

CH, 

DE, 

DK, 

ES, FR, 

GB, 

, GR, IE, IT, LX, 

LU, 

, NL, PT, SE 

JP 

08500824 



T2 


19960130 


JP 1993-506531 


19930824 

AT 

154800 



E 


19970715 


AT 1993-920213 


19930824 

ES 

2103488 



T3 


19970916 


ES 1993-920213 


19930824 

AU 

674702 



B2 


19970109 


AU 1993-50B19 


19930825 

AU 

9350819 



Al 


19940315 





RU 

2130016 



CI 


19990510 


RU 1995-106823 


19930825 

NO 

9500670 



A 


19950222 


NO 1995-670 


19950222 

FX 

9500841 



A 


19950223 


FX 1995-841 


19950223 

PRIORITY APPLN. 

INFO.: 





US 1992-935490 


A2 199208 2S 









HO 1993-US781S 


V 1993082S 


OTHER SOURCE (S): 


MARPAT 121:179258 



AB The title compda. R33(R34)X1C(:Y1) (CH2)tC(R31) (R32)C(R30) (R1)C(:Y)N(R6)C(R 
2)HC<0H)HCH2N(R3)S(0)8R4 [Rl - H, CH2S02NH2, C02Me. CONHMe, C0NMe2, etc.» 
R2 - alkyl, aryl, cycloalkyl, (un) substituted cycloalkylallcyl and. 
arylalkyij R3 - H, alkyl, haloalkyl, alkenyl, alkynyl, hydcoxyallcyl, 
allcoxyallcyl, cycloaikyl, etc.» R4 - alkyl, haloalkyl alkenyl, alkynyl, 
hydroxyalkyl. alkoxyalkyl, cycloalkyl ctc.f R6 - H, alkyly R30-R32 - Rl; 
R1R30R31 - cycloalkyl* R1R30R32C - cycloalk/lf R33, R34 - H, R3f R33R34X1 


L4 ANSVER 60 OF 64 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 

- cycloalkyl, aryl, heterocyclyl, etc.* XI - O, N, CR17i Rl? « H, alkylr 
Y, Yl - 0, S, NRlSl R15 - H, R3> t - 0, li ic - 0-2], useful as HIV 
protease inhibitors for the treatment of AIDS, are prepd. Thus, 
sulfonamide I was prepd. and demonstrated IC50 against HIV protease of 1 
nmol. 

IT 157446-05-4 157446-06-5 157446-07-6 
157446-0S-7 157«46-0»-8 1S7474-44-7 

RL: RCT (Reactant)i RACT (Reactant or reagent) 
(HIV protease inhibitor) 
RN 157446-05-4 CAPLUS 

CN Butanediamide, N4-C (lS,2R)-2-hydro«ty-3-[ [ (4-nethosyphenyl) sulfonyl] (3- 
Mttiylbutyl) amino] -l-(phenylnethyl) propyl] -2, 2, 3-trimethyl-, (3R)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



Me O 


RN 157446-06-5 CAPLUS 

CN Butanoic acid, 4-[[2-hydroxy-3-[ [ (4-methoxyphenyl) sulfonyl] (3- 

methylbutyl) amino] -1- (phenylmethyl) propyl] amino] -2, 2, 3-trimethyl-4-oxo-, 
phenylmethyl ester, [1S-[1R* (S*),2S*1)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



He O 


RN 157446-07-6 CAPLUS 

CN Butanediamide, N4-[ (lS.2R)-3-([ (4-fluorophenyl)8ulfonyl} (3- 

methylbutyl) amino] -2-hydrOKy-l- (phenylmethyl) propyl] -2,2,3-trlmethyl-, 

(3R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 157446-08-7 CAPLUS 

CM Butanoic acid, 4-[ [3- [ ( (4-fluorophenyl) sulfonyl] (3-methylbutyl) amino) -2- 
hydroxy-1- (phenylmethyl) propyl} amino) -2,2, 3-trimethyl-4-OKO-, phenylmethyl 
ester, [IS- [IR* (S*) ,2S*] ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 157446-09-8 CAPLUS 

CN Butanoic acid, 4-[ [3- [ ( (4-f luorophenyl) sulfonyl] (3-methylbutyl) amino] -2- 
hydroxy-1- (phenylmethyl) propyl) amino] -2,2, 3-trlmethyl-4-oxo-, 
[1S-[1R* (S*),2S*J3- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me 


RN 157474-44-7 CAPLUS 

CN Butanoic acid, 4- [ (2-hydroxy-3-[ [ (4-mBthoxyphenyl)sulfonyll (3- 

methylbutyl) amino) -1- (phenylmethyl) propyl] amino]-2,2,3-trimethyl-4-oxo-, 
{1S-{1R' (S*},2S*]]- (9CI) (CA INDEX NAME) 


Absolute stereochemistry. 
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IT 157445-96-OP 157445-97-lP 157445-»e-2P 
ia7445-99>3P 157446-0D-9P 157446-02-lP 
1S7446-03>2P t97446-04-3P 

RL: BAG (Biological activity or effector* except adverse); BSU (Biological 
study, unclassified)! SPN (Synthetic preparation) i TBU (Ther^ieutic use)t 
BIOL (Biological study)* PREP (Preparation)! USES (Uses) 
(preparation of, as HIV protease Inhibitor) 
RN 157445-96-0 CAPLUS 

CN Butanediamide, N4-[ (IS, 2R) -2-hydroKy-3- ( (3-methylbutyl) (phenylaulf onyl) ami 
nol-l-(phenyljnethyl)propyl]-2.2.3-triBethyl-, (3R)- (9CI) (CA IKDEX NAME) 

Absolute stereochemistry. 



He Me 


RN 1S744S-97-1 CAPLUS 

CN Butanoic acid. 4- { [2-hydroxy-3- [ (3-methylbutyl) (phenylsulf onyl) and.no] -1- 
(phenylnethyl)propyl]amino}-2,2,3-triaethyl-4-axo-, phenylnethyl ester, 
[lS-tlR*(S*),2S*)I- (9CI) (CA INDEX HAKE) 

Absolute stereochemistry. 



He He 


RN 157445-98-2 CAPLUS 

CN Butanoic acid, 4-( {(IS, 2R) -2-hydrosy''3- [ (3-Bethyllnjtyl) (phenylsulf onyl) ami 
no)-l- (phenylnethyl) propyl] amino] -2, 2, 3-trimethyl'-4<oso-, (3R)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



He He 


RN 157445-99-3 CAPLUS 

CN Butanoic acid, 4-[(2-hydroxy-3-[ (2-inethylpcopyl) (phenylsulfonyl)amino)-l- 
(phenylme thyl ) p ropy 1 ] ami no] - 2 , 2 , 3 • t rime thyl- 4 - oxo- , phe nylme thyl e s te r , 
{1S-[1R*(S*),2S*}}- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



RN 157446-00-9 CAPLUS 
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CN Butanoic acid, 4-{ [2-hydroxy'3- [ (2-Bethylpropyl) (phenylsulf onyl) aiaino] -1- 

(phenylmethyl) propyl] amino] -2,2, 3-trimethyl-4-oxo-, [IS-tlR* (S*) ,25*]] - Absolute stereochemistry. 

(9CI) (CA INDEX NAHE) 



RN 157446-02-1 CAPLUS 

CN Butanoic acid, 4-( [2-hydroHy-3- [ [ (4-methoxyphenyl) sulf onyl] (2- 

methylpropyl) amino] -1- (phenylnethyl) propyl] amino] -2, 2, 3-trlmethyl-4-oso-, 
phenylmethyl ester, [IS-IIR* (S*) , 2S*) J - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



O^Ph 


RN 157446-03-2 CAPLUS 

CN Butanoic acid, 4- [ [2-hydroxy-3- [[ (4-methoxyphenyl) sulf onyl] (2- 

methylpcopyl) amino] -1- (phenylmethyl) propyl] amino] -2, 2, 3- trine thyl- 4 -oxo-, 
{1S-[1R*(S*),2S*]}- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Ph 


RN 157446-04-3 CAPLUS 

CN Butanedi amide, N4-[ (IS, 2R) -2-hydroxy-3-( [ (4-methoxyphenyl) sulf onyl] (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl] '2,2, 3-triraethyl-, (3R) - {9CI) 
(CA INDEX NAHE) 
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ACCESSION NUMBER} 
OOCUKENT NUMBER: 
TITLE: 

IKVENTOR(S): 

PATENT ASSIGNEB(S): 
SOURCE: 


FAMILY AOC, NUM. COUNT: 
PATENT INFORMATION: 


1992:449265 CAPLUS 
117:49265 

Preparation of dlpeptide renin Inhibitors 

Toyoda, Tatsuo; Fujioka, Toshihirof Bayashl, 

Nalcanura, Hasuhisa/ Hashlooto, Naofuml 

Shionogi iod Co., Ltd., Japan 

Eur. Pat. Appl., 117 pp. 

COOBN: SPXXDtf 

Patent 

English 


PATENT NO. 

KIND 

DATE 

APPLICATION NO. 

DATE 

EP 468641 

A2 

19920129 

EP 1991-305763 

19910626 

EP 468641 ' 

A3 

19930113 



R: AT, BE, CH, 

DB, OX 

ES. FR, 6 

9. GR, IT, LI, LU, 

NL, SE 

CA 204S008 

AA 

19911229 

CA 1991-2045008 

19910619 

US S194608 

A 

19930316 

US 1991-719492 

19910624 

AU 9179304 

Al 

19920102 

AU 1991-79304 

19910626 

AU 643036 

B2 

19931104 



mi 58346 

A2 

19920228 

HU 1991-2166 

19910627 

JP 05009162 

A2 

19930119 

JP 1991-156764 

19910627 

JP 2997095 

32 

20000111 



US 5223615 

A 

19930629 

US 1992-974212 

19921110 

US 5272268 

A 

19931221 

US 1992-974211 

19921110 

AU 9344890 

Al 

1993112S 

AU 1993-44890 

19930826 

AU 653682 

B2 

19941006 



RITY AFPLN. INFO. : 



JP 1990-172050 

A 19900628 




US 1991-719492 

A3 19910624 

n SOURCB(S)} 

MARPAT 

117149265 
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RL: SPM (Synthetic preparation)! PREP (Preparation) 

(prcpn. of, as intecaadiate for peptide renin inhibitor) 
RN 141597-65-1 CAPLUS 

CN Carbaaic acid, (2-[(l- (cyelohexylMtbyl) -2-hydrosy-3-( (4- 

BOrphoUnylaulfonyl) ami no] propyl] aaino] -2-obo-1- (4 -thiazolylnethyl) athyl] - 
, 1,1-diBethylethyl ester, [1S-[1R* (R*) . 2R«] ] • (9CI) (CA INDEX NAME) 

Absolut* stereochemistry. 



141597-66-2 CAPLUS 

3-Thia-2, 4, 8, ll-tetcaazadodecan-12-oic acid, 7- (cycloheicylnethyl) -6- 
hydroxy-2-Bathyl-9-oso-10-(4-thiazolylmethyl)-, 1,1-dimethylethyl ester, 
3,3-dioxide, C6S-(6R*,7R*,10R*) ] - (9CI) (CA INDEX NAME) 


NH-C-OBu-t 


CH- CH2- NH S- NHe2 

1IB-CS-CH2 — j^^^ O 


• STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB TitlB compda. [I; Rl - (subsUtuted) (cyclo)alkyl, alkenyl, allcynyi, 
heterocyclylj R2 - (substituted) carbamoyl, aryl, heterocyclyl, alleyl, 
alkylthioaethyl, alkylthio; R3 - (substituted) aryl, 5- to 6-membered 
heterocyclyl; R4 - R5S02, RSOOi RS - (substituted) aryl, (cycle) alkyl, 
alkenyl, alkynyl, heterocyclyl; X - CH2, NH, 0, Si Y - CO, NR502], were 
prepared Thus, N- (tert-butoxycarbonyl)cyclohexylalafvinal vas condensed with 
4-ac9tylpycidine using NaN(SiMe3)2 and 15-crown-5 in THF to give a mixture 
of aldol condensation eplraers, which was treated trith H2C:C(Me)0f1e and 
p-HeC6H4S03H to give oxazolidine II (BOG - He3C02C) . This was 
successively reduced with NaBH4, deketalized with BCl or CF3COZH, coupled 
with BOC-Ris (Tos) -Og (Tos - tosyl) , and oxidized with Hn02 to give 
intermediate III. Ill was N-deprotected with CF3C02H, acylated with 
3-tert-butylsulfonyl-2S-phenylpcopionic acid, and N'-deprotectod with 
pyridiniura hydrochloride to give title compound IV. I at 15 mg/kg orally in 
nonkeys pretreated with furosemide gave 33-99% inhibition of renin. 
Several I at 1-100 ng/kg orally or i.v. effectively reduced blood pressure 
in nonkeys. 

IT i41997-65-lP 1415»7<66-2? I4I597-67-3P 
14iS»7-tfB-4P 141597-69-SP 141597-70-8P 
141S»7-71-9» 141997-72-OP 141897-73-lP 
141S»7-74-2» 141S97-75-3P 141B97-7e-4r 


RN 141597-67-3 CAPLUS 

CN Carbaaic acid, (2- [ (1- (cycloheKylmethyl) -2-hydro>ry-3-( (3- 

pyridinylsulf onyl) amino] propyl] amino] - 2-oxo-l- (4-thiazolylmethyl) ethyl] 
1,1-dimethylethyl ester, IIS-(1R* (R») ,2R*] ] - (9CI> (CA INDEX NAME) 

Absolute stereochemistry. 



0 


RN 141597-68-4 CAPLUS 

CN Carbamic acid, [2-[[l- (cyclohexylmethyl) -2-hydroicy-3-( (2- 
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thienylsulf onyl) amino] prolyl] amino] -2-0X0-1- (4-thiazolylmethyl) ethyl] -, 
1,1-dinethylethyl ester, [1S-[1R* (R*) , 2R*] ]- {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 141597-69-5 CAPLUS 

CN Carbamic acid, [2-1 tl-(cyclohBKylaethyl)-2-hydrojcy-3-C (8- 

quinolinylsulf onyl) amino] propyl] amino] -2-oxo-l- (4-thiazolylmothyl) ethyl] -, 
1,1-dimethylethyl ester, (1S-(1R* (R*) ,2R*1 J- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 141597-71-9 CAPLUS 

CN 10-Thia-2,5,9-tclazadodecanoic acid, 6- (cyclohexylmethyl) -7-hydroxy-12- (4- 
morphollnyl)-4-oxo-3- (4-thiazolylmethyl)-, 1,1-dimethyletfayl ester, 
10,10-dioxide, [35-(3R*,6R*,7R*)]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 141597-72-0 CAPLUS 

CN 10-Thia-2,5,9-triazatridecanoic acid, 6-(cycloheKylmethyl)-7-hydroxy-13-(4- 
morphoUnyl) -4-oso-3« (4-thiazolylmethyl) -, 1, l^dinethylethyl ester, 
10, 10-dioxlde, (3S-(3R*,6R*,7R*)]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


RN 141597-70-8 CAPLUS 

CN Carbamic acid, [2-( [l-(cyclohexylraethyl)-2-hydcoxy-3- 
[ (phenylsulfonyl) amino] propyl] amino] -2-oxo-l- (4 -thiazolylmothyl) ethyl]-, 
1,1-dimethylethyl ester, (1S-{1RMR*) . 2B*) ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 141597-73-1 CAPLUS 

CN 10-Thia-2,5.9,13-tetraazatetradecanoic acid, 6- (cyclohexyloethyl) -7- 

hydroxy-13-methyl-4-oxo-3- (4-thiazolyl«ethyl) -, 1, 1 -dime thyle thy 1 ester, 
10,10-dioxide, [3S-(3R*,6R*.7R*)]- (9CI) (CA INDEX NAME) 


M ANSVER 61 07 64 CAPLUS CnPYRIGHT 200S AX:S on STN (Continued) 
Absoluts stareochenistry. 



RN 141S97-74-2 CAPLUS 

CM 10-Thia-2,5,9>triazaund8canaic acid. 6-(cyclohexyliMthyl)-7-liydrosy-4'asa> 
3-(4-thiazolyliwthyl)-, 1,1-diiuthylethyl estar, 10, lO-dloxida, 
(35-(3Il*,6R*,7R*)]- (9CI) (CA INDEX NAHB) 

Absolute stereochendstry. 



RN 141597-75-3 CAPLUS 

CN 10-Thia-2,5,9-triazatetradecanoic acid, 6-(cycloheKyliBethyl)-7-hydroxy-4* 
oso-3- (4-thiazolylMthyl) 1,1-dinethylethyl ester, 10, 10-dioxida, 
[3S-(3Il*,6R*,7R*)]- <9CI) (CA INDEX NAME) 

Absolute steraochanistry. 
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RN 141597-76-4 CAPLUS 

CN Carbcnic acid, [2-{(l- (cyclohexyljBethyl)-2-hydco>y-3- 

[ (phenylsulfonyl) amino] propyl] aaino]«l-C (2-methyl-4-thiazolyl)Bathyl] -2- 
oxoathyl]-, 1,1-dimethylattiyl ester, C15-[1R* (R*),2R*]]- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



IT 141596-«8-lP 141596-69-2P 141596-70-S» 
141S96-71-6P 141596-72-7P 141596-73-BP 
141S96-74-99 141S9«-75-0P 141S96-76-IP 
141596-rr-2P 14159C-7B-3P 141596-79-4P 
141S9«-eO-7p 14XS9«-eX-W 14199<-8a-9» 
141S96-Q3-0P 14IS96-e4-19 141.625-04-9» 
142003-00-7P 

RL: BAC (Biological activity or effector, except adverse) i BSU (Biological 
study, unclassified)* SPN (Synthetic preparation) i BIOL (Biological 
stiidy)) PREP (Preparation) 

(preparation of, as renin inttibitor) 
RN 141596-68-1 CAPLUS 

CN L-Alaninamide, N- (4-norpholinylsulfonyl) -L>phenylalanyl-N-{l-> 

(cyclohasylmathyl) -2-hydroxy-3-{ (4-morpholinylsulfonyl) amino] propyl] -3- (4- 
thlazolyl)-, [S-(R*,R*))- (9CI) (CA INDEX NAME) 



RN 141596-69-2 CAPLUS 

CN L-Alaninanide, N- (4-norpholinylsulfonyl) -3- (1-naphthalenyl) -L-alanyl-N- [1- 
(cyclohexyloethyl) -2-hydroxy-3-[ (4-Dorpholinylsulfonyl) amino] propyl] -3- (4- 
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thiazolyl)-, {S-(R*,R*)]- (9CI) (CA INDEX NAME) 


CH-CH2- 


X) 


CH-NH- 
I 

CH2 


RN 141596-70-5 CAPLUS 

CN L-Alaninamida. N- (4-norpholinylsulfonyl) -L-phanylalanyl-N- [1- 

(cyclohexylmethyl) -3-( [ (dimethylanino) sulf onyl] amino] -2-hydrosypropyl] -3- 
(4-thiazolyl) {S-(RSR*)]- (9CI) (CA INDEX NAME) 
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I 


V" 


NH~CH2-CH O CH2 O CH2-Ph 0 

I II I II I II /\ 

CH2-Ca-NH-C-CH-NH-C-CB— NH-S — iT ^ 

O 


RN 141596-71-6 CAPLUS 

CN L-Alaninamide, N-t (l»l-diinethylethyl)3ulfonylJ -L-phenylalanyl-N-tl- 

(cycloheitylnethyl) -3-£ ( (dinethylamino) sulf onyl] amino] -2-hydroityprqpyl] -3- 
(4-thiazolyl) -, (S-(R*,R*)]- (9CI) (CA INDEX NAME) 


t-Bu-S-NH 


Ph-CH2-CH-C-NH o 


OH O 
I II 
CH- CH2- NH- S- NHe2 


CH2- CH- C— NH— CH— CH2 


RN 141596-72-7 CAPLUS 

CN L-Alaninamide, N- (4-norpholinylsulfonyl) -L-phanylalanyl-N-[l- 

(cyclohexylmethyl) -2-hydroxy-3- [ (3-pyridinylsulf onyl) amino] propyl] -3- (4- 
thiazolyl)-, [S-(R*,R*)]- (9CI) (CA INDEX NAME) 


9 

CH2 


O if""""' 

^s. ^N — S-KH-CH-C-NH-CH-C-NH-CH-CH-CH2-NH~! 
^11 II I I I 

0 O CEI2 OH < 


6 


RN 141596-73-8 CAPLUS 

CN L-Aloninamide, M- (4-raorpholinylacetyl) -3- (1-naphthalenyl) -L-alanyl-N- (1- 
(cyclohexylnethyl) -2-hydroxy-3-[ (3-pyridiny Isulf onyl) amino] propyl] -3- (4- 
thiazolyl)-, [S-(R*,R*)]- (9CI) (CA INDEX NAHB) 
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9 


CH-OH 
CH-CH2- 


NH * 



RN 141596-75-0 CAPLUS 

CN 4-Thiazolepcopanamide, N-Il- (cyclohexyljaethyl)-2-hydroity-3-( (2- 
thienylsulfonyl) amino] propyl) -«-[ (2- ( { (1,1- • 
dimethylathyl) sulf onyl] methyl] -l-oxo-3-phenylpropyl] anino) 
tlS-[lRMRMR*)],2R*]]- (9CI) (CA INDEX NAME) 

Absolute stereocheoistcy. 


CH-NB-C-CH2 — It ^ 


RN 141596-74-9 CAPLUS 

CN 4-Thiazolcpropanaralde, N-(l- (cyclohexylmethyl) -2-hydroxy-3-( (B- 
qulnolinylsulf onyl) amino] propyl] t2-{ t (1,1- 
dimothylethyl) sulf onyl] methyl] -l-oxo-3-phenylpropyl] amino] 
[lS-[lR*tRMR*)l»2R*]]- (9CI) (CA INDEX NAME) 

Absolute steceochenlstty. 



RN 141596-76-1 CAPLUS 

CN 4''Thlazolepropanamide, N- [1- (cyclohexylmethyl) -2-hydcoxy-3- 
t (phenylsulf onyl) amino] propyl] -«-( (2- 1 [ (1, 1- 
diraethylethyl) sulf onyl] methyl] -l-OKO-3-phenylpropyl] aaino] 
{1S-[1RMR*(R*)),2R*]]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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HN^ Ph 




0 0 
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9 


0 Ph-CH2 _ 

^ II I II I II 

r N— S~ NH- CH- C- NH- CH- C- NH- CH- CH- CHz- NH- S- CH2- CH2- 


JQi 141596-77-2 CAPLUS 

CN 4-Thiazolepropanamide, N-{1- (cyclohexylmethyl) -2-hydroxy-3- • 
[ (phenylsulf onyl) amino] propyl) -«-[ t2-( { (1,1- 

dimethylethyl) sulfonyl] methyl] -l-oxo-3-phenylpropyl] amino] -2-met)iyl-, 
[lS-(lR*tR*(R*)],2R*]J- (9CI) (CA INDEX NAME) 

Absolute stereochenistry. 


HK^ 


He^ 




o o 

\\// 


141596-78-3 CAPLUS 

L-Alaninamide, N- (4-morpholinylsulfonyl)-L-phenylalanyl-N-[l- 
(cyclohexylmethyl) -2-hydroxy-3-l { (2- (4-morpholinyl) ethyl] sulfonyl] anino] pr 
opyl]-3-(4-thiazolyl)-, [S-(R*,R*)]- (9C1) (CA INDEX NAME) 


RN 141596-79-4 CAPLUS 

CN L-Alaninanide« N- (4-raorpholinylsulfonyl) -L-phenylalanyl-N-tl- 

(eyclohexylnethyl) -2- hydroxy- 3- ( ( [3- (4-morpholinyl) propyl] sulfonyl] anino] p 
ropyl]-3-(4-thi8Zolyl)-, tS-(R*,R*)]- (9CI) (CA INDEX NAME) 


O Ph-CH2 


9 


0 CH2 0 

II I II 

- NH-CH-||- KH- jH- C- NH- CH- CH- CH2- NH- S- (CH2 ) 3- 
O CR2 OB O 
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141596-80-7 CAPLUS 

L-Alaninamide, N- (4-iBOrpholinylaqetyl) -3- (l-naf>hthalenyl) 'L-alanyl-N- [1- 
(cyclohasylJDwthyl) -2-hydrosy-3- [ ( (3- (4-nocphoUnyl) pcop/l) sulf onyl] aaino] p 
ropyl]-3-(4-thlazolyl)-, [S-(RSR*)]- OCX) (CA INDEX NAME) 


CH-CH2- 

NH 
I 

0=0 0 

af-NH-C-CH2 IT ^ 


9 

CCH2)3 
,=f=0 


CH2 

a^oH 

CH-CH2 — 1^^^^ 


RH 141596-8 1-B CAPLUS 

Of L-Alaninamide, N-(4-Borphollnylsulfonyl) -L-phenylalanyl-l«-(l- 

(cycloheKylsethyi) -3-[ [ [2- (diaethylanlno) ethyl] sulf onyl) aaino] -2- 
hydto«ypropylJ-3-(4-thlazolyl)-, [S-tR*,R*)J- (9C1) (CA IHDEX NAHE) 


Me2N-CH2-CH2- 


S ~-~KH-CH2-CH 0 CH2 O CH2-Ph O 

() ^ I in II I II 

O — CH2-CH- NH- C- CH- NH- C- CH— NH- j|— 



RN 141596-S2-9 CAPLUS 

CN 4-Thiazolepropanattlde, N-[l- (cyclohexyliMthyl) -2-hydrosy-3- 
[ (metliyl9ulfonyl) amino] propyl] -a-[ [2- [[(1,1- 
dlnathylathyl) aulf onyl] naUiyl] -l-oso-3-pheiiylprapyl] amino] 
[1S-[1R*[R*(R*)],2R*]]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 141596-83-0 CAPLUS 

CN 4-Thiazolepropananiide, N- (3- [ (butylsulf onyl) amino] -1- (cyclohexylmethyl) -2- 
hydroxypropyl] -■-[ [2- [ [ (1, 1-dlnethylethyl) sulf onylj methyl] -1-oho-3- 
phenylpropyl] amino]-, [1S-[1R*[R* (R*)),2R*] ]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 141596-84-1 CAPLUS 

CN 4-Horpholinebutanamide, N- [2- [ [3- [ (butylsulf onyl) amino] -1- 
(cyclohexylmethyl) -2-hydroxypropyl] amino] -2-oxo-l- (4- 
thiazolylnethyl) ethyl] (1-naphthalenylmethyl) -y-oxo-, 
[1S-[1R*[R*(S*)],2R*]]- (9CI) (CA INDEX NAME) 
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RN 141625-04-9 CAPLUS 

CN L-Alaninamide, N- (4-roorpholinylacetyl) -3- (l-naphthalenyl) -L-alanyl-N-{l- 

(tyclohexylBiethyl) -2-hydroxy-3- 1 [ [ 2- {4-«orpholinyl) ethyl) sulf onyl] amino] pr 
opyl]-3-(4-thiazolyl)-, [S-(R*,R*)]- (9CI) (CA INDEX NAME) 


0 


CH2 
CH2 


Absolute stereochemistry. 
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NH * 
I 

c=o O 

I I! 

CH-MH-C-CH2 — ir ^ 


I 

CH2 


= 0 0 
II 


CB-NH-C-CH2 — K ^ 


RN 142003-00-7 CAPLUS 

CN L-AXaninamide, N- (4-raorphoUnylacotyl) -3- (l-naphthaleiiyl)-L-alanyl-N-{l- 

(cyclohexylnethyl) -2-hydroxy-3- ( M-noirpholinylsulfonyl) anlno] propyl] -3- (4- 
thiaioiyl)-, IS-(R»,R*)1- {9CI) (OA INDEX NAME) 


0 

I 


0=0 
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1989:193405 CAPLUS 
110:193405 

Preparation of amino add amidohydroxyallcylamides and 
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Raddatz, Peten Schmitges, Claus J.f Minck, Klaus Otto 
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LANGUAGE: 
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PATENT NO. 

KIND 

DATE 

APPLICATION NO. 

DATE 

DE 3635907 

Al 

198S042S 

DE 1986-3635907 
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EP 264795 

A2 

19880427 

EP 1987-114975 

19871013 

EP 264795 

A3 

19900328 



R: AT, BE, CH, 

DE, ES, 

, FR, GB, 

IT, LI, NL, SE 


AU 8779823 

Al 

19880428 

AU 1987-79823 

19871015 

HU 47596 

A2 

19890328 

HU 1987-4728 

19871021 

HU 199875 

B 

19900328 



JP 63112548 

A2 

19880517 

JP 1987-265548 

19871022 

ZA 8707950 

A 

19880629 

ZA 1987-7950 

19871022 

PRIORITY APPLN. INFO. : 



DE 1986-3635907 

A 19861022 


OTHER SOURCE(S): CASREACT 110:193405» MARPAT 110:193405 

AB Pharmaceuticals contain hydroxy amino acid derivs. 

XZNR2am3CHOH(CH2)nNR4CY [I; X - H, R10CmH2mC0, RlQaH2m02C, RlCnH2liiC0, 
R1S02, etc.» Z - 1-4 amino acid residues; E - CONH, CSNH, C02, S02, S02NH, 
etc./ Y - RS, C02R6, C0NR7R8, etc. j EY - pyrrolidinocarbonyl, 
piperldinocarbonyl, norphollnocarbonyl, pyrrolidinosulfonyl, etc.; Rl, R3, 
R6, R7, R8 - H, allcyl, aryl, acylaltqrl, heterocyclyl, heterocyclylallcyl, 
cycloalkyl, bicycloalkyl, etc.* R2, R4 - H, alkyl* R5 - H, aUcyl, aryl, 
arylalkyl, cycloalkyl, cycloalkylalkyl; n - 0-5» n - 1, 2. I are used for 
the treatment of cenin-dependent hypertension and hyper aldosteronism (no 
data) . l-Bromo-3S-BOC-amino-4-cyclohexylbutan-2-one was treated with NaN3 
in DMF at 0" to give l-azido-3S-BOC-amino-4-cyclohexylbutan-2-one; 
the latter was reduced with NaBH4 and the resulting epimecs were resolved 
by chromatog. to give l-azido-3S-B0C-amino-4-cycloheKylbutan-2S-ol and 
this was hydrogenated to give l-amino-3S-BOC-amino-4-cyclohexylbutan-2S- 
ol. The latter was treated with isopentyl isocyanate, the BOC group was 
removed with 4N HCl in dioxane, the product was treated with 
B0C-(imi-DNP-Hi3)0H to give N-isopentyl-N' -(2S-hydroKy-3S-lB0C- (imi-DNP- 
His) amino] -4-cyclohexylbutyll urea. This was deprotected and solvolyzed to 
give N-isopentyl-N* - C2S-hydroxy-3S- (B0C-Phe-81s) amino-4- 

cyclohaxylbutyllurea (I). A solution containing 100 g I and 5 g Na2HP04 in 


I mg Z each. 


H20 at ra,Ar9rvaa filled into ampules < 
120)M^-2P 1201S$-83-7P 

iT: 5PN (Synthetic preparation); PREP (Preparation) 

(preparation and partial deprotection of) 
120195-54-2 CAPLUS 
L-Histidinamide, N-[ (1, l-dimethylethoxy)carbonyl)-L-phenylalanyl-N-(V 
(cyclohexylmethyl) -2-hydroxy-3- ( { (1-nethylethyl) sulf onyl] amino] propyl]^ 
{2,4-dinitrophenyl)-, IS-(R*,R*)]- (9CI) (CA INDEX NAME) 


L4 ANSWER 62 OF 64 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 


t-BuO-C-NH O A» ft 

i II f ?\ 

Ph-CH2-CH-C-NH o is-CHz- NH- S- Pr-i 

I II I II 

-ai2-CH-C-NH-(ai O 



120195-83-7 CAPLUS 

L-Histidinamide, N- ( (1, 1-dimethylethoxy) carbonyl] -L-phenylalanyl-N- (1- 
( cyclohexylmethyl) -2-hydroxy-3- [ [ (l^methylethyl) sulf onyl] amino] propyl] -l- 
[(phenylmethoxy) methyl]-, [S-(R*,R*}]- (9CI} (CA INDEX NAME) 


t-BuO-C-NH O 

I II 
Ph-CH2-CH-C-NH 


II 


I 11 

CH- CH?- NH- S- P r-i 
I II 


Ph-CH2-0-CH2 


CB2-CH-C-NH-CH 


IT 120195-53-lP 

RL: SPN (Synthetic preparation) I PREP (Preparation) 

(preparation of, as intermediate for amino acid (amidohydroxyalkyl) amide 

antihypertensives) 
RN 120195-53-1 CAPLUS 

CN 10-Thia-2,5,9-triazadodecanoic acid, 6- (cycloheifylmethyl) -3-[ [I- (2,4- 
dinitrophenyl)-lH-imidazol-4-yl)Bethyl] -7-hydcoxy-ll-raethyl-4-OKO-, 
1,1-dimethylethyl ester, 10,10-dioxide, [3S-(3R*,6R*,7R*)]- (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 
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V 


IT 120195-52-OP 

RL: 5PN (Synthetic preparation) i PREP (Preparation) 

(preparation of, for treatment of hypertension and hyperaldoateronism) 

RN' 120195-S2-0 CAPLUS 

CN L-Hlstidinaoide, N-{ (1, l-diiBethylethosy}carbonyl)-L-phenylalanyl-N-Cl- 
( cyclohexy lae t hy 1 ) - 2 - hyd roKy- 3 > [ [ (1 -oe thyle thyl ) sulf ony 1] anino] prqpy 11 - , 
[S-(R*,R')]- (9CI) (CA INDEX NAME) 


t*BuO-C-NH 0 
I II 
Ph-'CH2-CH-C- 


r,? 


r 
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PATENT ASSIGNEB(S)t 

SOURCE: 

DOCUMENT TYPEt 
LANGUAGE; 


CAPLUS COPYRIGHT 200S ACS on STN 
1989:173760 CAPLUS 
110:173760 

Preparation of renin-inhiblting peptides 
Hagenbach, AleKanderi Hetternich, Raineri Pfennigcr, 

Eail> Veidoann, Beat 
Sandoz A.-G., Svitz. 
Brit. UK Pat. Appl.. 88 pp. 
CODEN: BAXXDU 
Patent 
English 
r: 2 


PATENT NO. \ 

KIND 

DATE 

APPUCATION NO. 

□ATS 

GB 2200115 J 

Al 

19880727 

GB 1988-1040 

19880118 

GB 2200115 / 

B2 

19901114 



NL 8800100 / 

A 

19880816 

NL 1988-100 

19880118 

CH 676988 / 

A 

19910328 

CH 1988-157 

19880118 

DK 880022?^ 

A 

19880722 

OK 1988-225 

19880119 

FR 26fi9ne 

Al 

19880722 

FR 1988-636 

198B0119 

-M(?rf81037S 

Al 

19880901 

AU 1988-10375 

198B0119 

1002212 

A5 

19901016 

BE 1988-67 

19880119 

-■^ SE 8800169 

A 

19880722 

SB 1988-169 

198B0120 

JP 010190S3 

A2 

19890123 

JP 1988-10571 

19880120 

ZA 8800415 

A 

19890927 

ZA 1988-415 

19880121 

PRIORITY APPLN. INFO.: 



OE 1987-3701526 

A 19870121 




DE 1987-3707339 

A 19870307 


OTHER SOURCE(S): 
GI 


MARPAT 110:173760 


R0CH2 

0 


AB The title peptides A-B-C-NRlCHR2CHR3CH2-D-y-NR4RS [Ij A - R6C0, 

R7CONHC(:CR8R9)CO» R6 - (un) branched, (un) substituted Cl-10 alleyl, C3-7 
cycloalkyl, C3-10 cycloalkyl(Cl-5 alleyl), C6-10 aryl, S- or 6-merabered 
heteroaryl(Cl-5 alkyl) containing 1 or 2 N, 0, or S, or 1 N and 1 0 and/or S 
in the heteroaryl moiety, (un) branched Cl-5 alkosy, C6-10 aryl-Cl-5 
alkoxy, Q, R10O(CH2CH2O) n(CH2) m» R - H. Ac» RIO - (un) branched Cl-5 alkyl* 
n - 1-20J m - l-5» R7 - (un) branched Cl-5 alkyl, C6-10 aryl» R8, R9 - H, 
R7; Rl - H, (un) branched Cl-5 alkyli B, C - bond, NRICHRIICO, excluding B 
- C - bondi Rll - hydrophilic or lipophilic amino acid side chaint 0 - O, 
NRl, CHRlj R2 - (un)branched Cl-10 allcyl, (un) substituted C3-10 
cycloalkyl (Cl-5 allcyl) , heteroaryl(Cl-5 alleyl) defined as above, 
R15S(0)9(CH2)p» RIS - H, Cl-4 alkyl. CH2Phi s - 0, ll p - 1, 2i R3 - H, 
OH, NH2, 02CR2» R4, RS - H, (un) branched Cl-5 alkyl, C6-10 aryl (Cl-5 
alkyl), heteroaryl (Cl-5 alkyl) defined as above, CHR12C0R13» R12 - 
(un) branched Cl-5 (hydroxy) alkyl* R13 - OH, NH2 (un) branched Cl-5 alkoxy, 
(un) branched Cl-5 alkylanino, CB2Ph, NR4R5, 1-pyrrolidinyl, I'-piperidinyl, 
iBorpholino, (N-substituted) -1-piperazinyl, etc.) Y - S02, 00, PNR4R5), 
useful as renin inhibitors (no data), i#ere prepared A solution of 4 g 


ANSWER 63 OF 64 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 
HeS02NMe2 in 50 mL THF was mixed at 0-5* with 20 oL l.St BuLi in 
hexane. After 0.5 h, 3.7 g N-tert-butoxycarbonylcyclohexylalaniRal was 
added at once and was allowed to react 0.5 h to give (2R,3S)-3-H-(tert- 
butoxycarbonylamino)-4-cyclohexyl-2-hydroxy-N,N-diBethyl-l- 
butanesulfonamide as the main product and the (2R,3R) -isomer as a 
byproduct. 

llSS46-3«-«P 118551-01-2? 116551-04-SP 
118627-62-S» 

RL: BAC (Biological activity or effector, except adverse) i BSU (Biological 
study, unclassified); SPN (Synthetic preparation); BIOL (Biological 
study); PREP (Preparation) 

(preparation of, as renin inhibitor) 
118546-36-4 CAPLUS 

L-Norleucinamide. N- ( (1, 1 -dime thyle thoxy) carbonyl) -L-phenylalanyl-N- [1- 
(cyclohexylmethyl) -2-hydroxy-3- [ ( [ (2-methylpropyl) amino] sulf onyl] amino] pro 
pyl)-, [R-(R*,s*)}- (9CI) (CA INDEX NAME) 


t-BuO-C-HH 0 
I II 

Ph-CH2-CH-C-NH O 
I li 
n-Bu-Ca-C-NH OH 


a' 


-S-NHBu-i 


116551-01-2 CAPLUS 

L-Norleucinamide, N- [ (1, 1-dimethylethoxy) carbonyl] -L-phenylalanyl-N- [1- 
(cyclohexylmethyl) -3-[ [ (dimethylamino) sulf onyl) amino] -2-hydroxypropyl] - 
[S-(R*,R*)}- (9CI) (CA INDEX NAME) 


t-BuO-C-NH 0 
Ph-CH2-CH-C-NH O 

n-Bu-CH- C-NH CH 


a 


- CH- CH- CH2- KH- S- NHe2 


RN 118551-04-5 CAPLUS 

CN Cyclohesanepropanamide, N- [1- [ [ [1- (cyclohexylmethyl) -3- 

[ t (dimethylamino) sulf onyl] amino] -2-hydroicypropyl] amino} carbonyl] pentyl] - 
[1S-[1R*(R*),2R*]]- {9CI) (CA INDEX NAME) 
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O n-Bu 


118627-62-6 CAPLUS 

L-Norleucinamide. N- [ (1, l-diraethylethoxy) carbonyl] -L-phenylalanyl-N- [1- 
(cyclohexylraethyl) -2-hydroxy-3- [ [ [ (2-methylpropyl) amino] sulf onyl] amino] pro 
pyll-» [S-(R*,R*)]- (9CI) (CA INDEX NAME) 


t-BuO-C— NH O 
I II 

Ph-CH2-CH-C-NH 0 


n-Bu— CH— C— NH OH O 
I t II 
- CH— CH— CH2— NH— S— NHBu-i 


a 


Absolute stereochemistry. 
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ACCESSION NUMBER: 
DOCUMENT NtBfBER: 
TITLE: 


PATENT ASSIGNEE(S): 
SOURCE: 


19891135732 CAPLUS 
110(135732 

Preparation and tasting of peptida aaidas as renin 

inhibitors 

BLaganbach, Alexander; Metternich, Raineri Pfanningar, 
Eiaili Veidffiann, Beat 
Sandoz-Patent-G.D.b.H., Fed. Rep. Ger. 
Gar. Off en., 26 pp. 


DOCUMENT TYPE: 

Patent 




LANGUAGE: 

German 




FAMILY AOC. NUM. COUNT: 

2 




PATENT INFORMATION: 





PATENT NO. 

KIND 

DATE 

APPLICATION NO. 

DATE 

DE 30 00591 

Al 

19880804 

OE 1988-3800591 

19880112 

NL 8 e 00100 

A 

19880816 

NL 1988-100 

19880118 

CK 676988 

A 

19910328 

CH 1988-157 

19880118 

DX 8600225 

A 

19880722 

DK 1988-225 

19880119 

FR 2609716 

Al 

19880722 

FR 1988-636 

19880119 

AU 8810375 

Al 

19880901 

AU 1988-10375 

19880119 

BE 1002212 

A5 

19901016 

BE 1988-67 

19880119 

SE 8800169 

A 

19880722 

SE 1988-169 

19880120 

JP 01019053 

A2 

19890123 

JP 1988-10S71 

19880120 

ZA 8800415 

A 

19890927 

ZA 1988-415 

19880121 

PRIORITY APPLN. INFO.: 



DE 1987-3701526 

Al. 19870121 




VS 1987-3707339 

Al 19870307 


OTHER SOURCB(S): 
GI 


CASREACr 110!l35732f NARPAT 110:135732 


R0CH2 

1—0 0CHe2 — 


A-B-C-NR1CHR2CHR3CH2DYNR4R5 [I» A - R6C0, R7C0NIK: ( :CR8R9)CO, sugar moiety 
Q> B, C - bond, NRlCHRlOCOf 0 - bond, 0, NRl, CHRlr Y - S02, CO, 
P(:0)NR4R5; R - H, Ac» Rl - H, Cl-5 alkyl; R2 - Cl-10 alJcyl, (substituted) 
cycloalkylalkyl, aralkyl, heteroarylalJcyl, etc.; R3 - H, OH, amino, 
alkoxycarbonyl, etc.* R4, R5 - H, Cl-5 alkyl, acalkyl, hoteroarylalkyl, 
etc.! R4R5N - ntorpholino, piperazino, piperidino, pyrrolidino) R6 ■• 
(substituted) Cl-10 allcyl, cycloalkyl, cycloalkylalkyl, aryl, hetecoacyl, 
etc.i R7 - Cl-5 alkyl, C6-10 aryl, RB, R9 - H, R7» RIO - hydrophilic or 
lipophilic amino acid side chain], useful as cardiovascular agents, vere 
prepared Me502NMa2 in TBF at 0-5* vas treated with BuLi and after 
0.5 h BOC-cyelohaxylalaninal (BOC - Me3C02C) vas added. Tha miatura vas 
sUrred 0.5 h to give (2R,3S)-3-(B0C-amino>-N,N-dla»thyl-4-cyclohaxyl- 
2-hydraxy-l-butana9ulfonaaide. I inhibit human plasnui renin with IC50 of 
10-5 to 10-11 M. 

lie54«-3«-4» 11B591.-01-2V 11BS91-04-SP 
lte627-62-8» 

RL: BAC (Biological activity or effector, except adverse) f BSU (Biological 
study, unclassified)! SPN (Synthetic preparation)! BIOL (Biological 
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Study)* PREP (Preparation) 

(prapn. of. as renin inhibitor) 
RN 11BS46-36-4 CAPLUS 

CM L-Norleudnaaide, N-[ (1, 1-diaathylathoxy) carbonyl] -L-phaRylalanyl-N-{l- 

(cyclohaxylnathyl) -2-hydrosy-3-[ [ [ (2-Dathylpropyl) amino] sulfonyl] amino)pro 
pyl)-. (R-(R*,S*)1- (9CI) (CA INDEX NAME) 


t-BuO-C-NH O 


Ph-Ca2— CE-C-NH O 


n-Bu-CH-C-NH OH O 
I I [l 
^ CH2- CH- CH- CH2- NH- S 


a 


118551-01-2 CAPLUS 

L-Norleucinamide, N-[ (1, l-dimethylethoxy) carbonyl} -L-phenylalanyl-N- [1- 
(cyclohexylmethyl) -3- [ [ (dinethylanino) sulfonyl] amino] -2-hydroxypropyl] - 
[S-(R*,R*)]- (9CI) (CA INDEX NAME) 


t-BuO-C— NH O 
I II 

Ph-CH2-"CH-C-NH O 


n-Bu-CH-C-NH OH O 
I I il 
[2- CH- CB- CB2- NH- S- NMe2 

O 


RN 118551-04-5 CAPLUS 

CN Cyclohexanepropanaaide, N-[1-I{{1- (cyclohexylmethyl)-3- 
( ( (diraethylamino) sulfonyl] amino} -2-hydroxypropyl] amino] carbonyl] pentyl] - 
[1S-[1R*(R*),2R*]}- (9CI) (CA INDEX NAME) 

Absolute stereocheadstry. 



RN 118627-62-6 CAPLUS 
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CN L-Norleucinamide, N- ( (1, l-din«thylethoxy) carbonyl] -L-phenylalanyl-N- {1- 

(cyclohexylmethyl) -2-hydcoxy-3-C [ [ (2-nethylprc^l) amino] sulfonyl] amino] pro 

pyl)-, IS-(R*,R*)]- (9CI) <CA INDS}C NAME) 


t-BuO-C— NH O 
I II 

Ph-CH2-CH-C-NH O 
I !l 

n-Bu-CH-C-NH aa 


=> log y 

COST IN U.S. DOLL/^S SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 51.20 212.74 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE -7.30 -7.30 


STN INTERNATIONAL LOGOFF AT 15:12:48 ON 12 AUG 2005 


NEWS PHONE Direct Dial and Telecommunication NetWork Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************* STN Columbus ************** 


FILE 'HOME* ENTERED AT 14:09:29 ON 12 AUG 2005 
=> fil reg 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 


FILE 'REGISTRY' ENTERED AT 14:09:38 ON 12 AUG 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 11 AUG 2005 HIGHEST RN 859751-76-1 
DICTIONARY FILE UPDATES: 11 AUG 2005 HIGHEST RN 859751-76-1 


New CAS Information Use Policies, enter HELP USAGETERMS for details. 


TSCA INFORMATION NOW CURRENT THROUGH JANUARY 18, 2005 


Please note that search-term pricing does apply when • 
conducting SmartSELECT searches. 

********************************************************************* 

* * 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* * 
****************★**★*********************★***************+*********** 


Structure search iteration limits have been increased. See HELP SLIMITS 
for details . 

Experimental and calculated property data are now available. For more 
information enter HELP PROP at an arrow prompt in the file or refer 
to the file summary sheet on the web at: 
http : //www . cas . org/ONLINE/DBSS/registryss . html 

=> 

Uploading C:\Program Files\Stnexp\Queries\10784916\10784916f . str 



chain nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 13 

ring nodes : 

14 15 16* 17 18 19 

chain bonds : 

1-2 1-3 3-4 4-5 4-12 5-6 5-13 6-7 7-8 7-9 9-10 10-11 13-15 
ring bonds : 

14-15 14-19 15-16 16-17 17-18 18-19 
exact/norm bonds : 

1-2 1-3 4-12 5-6 6-7 7-8 7-9 9-10 10-11 

exact bonds : 

3-4 4-5 5-13 13-15 

normalized bonds : 

14-15 14-19 15-16 16-17 17-18 18-19 


Match level : 

1: CLASS 2: CLASS 3: CLASS 4: CLASS 5: CLASS 6: CLASS 7: CLASS 8: CLASS 9: CLASS 
10: CLASS 11: CLASS 12: CLASS 13: CLASS 14: Atom 15: Atom 16: Atom 17: Atom 18: Atom 
19: Atom 


LI STRUCTURE UPLOADED 

=> d 

LI HAS NO ANSWERS 
LI STR 


6 


Structure attributes must be viewed using STN Express query preparation. 


=> s LI 

SAMPLE SEARCH INITIATED 14:09:53 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 230 TO ITERATE 


100.0% PROCESSED 230 ITERATIONS 

SEARCH TIME: 00.00.01 


5 ANSWERS 


FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 


ONLINE ** COMPLETE** 
BATCH ** COMPLETE** 

3691 TO 5509 
5 TO 234 


L2 


5 SEA SSS SAM LI 


=> s LI full 

FULL SEARCH INITIATED 14:09:57 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 4985 TO ITERATE 


100.0% PROCESSED 4985 ITERATIONS 

SEARCH TIME: 00.00.01 


105 ANSWERS 


L3 


105 SEA SSS FUL LI 


=> fil caplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 


SINCE FILE 
ENTRY 
161.33 


TOTAL 
SESSION 
161.54 


FILE 'CAPLUS' ENTERED AT 14:10:01 ON 12 AUG 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 


Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
TVmerican Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination^ distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 12 Aug 2005 VOL 143 ISS 8 
FILE LAST UPDATED: 11 Aug 2005 (20050811/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> s L3 

L4 24 L3 

=> d ibib abs 1-24 
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ACCESSION NUMBER: 


PATOrr ASSIGNEE (S): 


DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 


2005:527407 CAPLU5 
143:59982 

Preparation of HIV protease inhibitors, in particular 
inidazolidine derivatives 

Flentge, Charles A.; Chen, Hui-Jui Degoey, David A.; 
Flosi, Villiaa J.; Graapovnik, David J.i Huang, Peggy 
p.f Kecpf, Dal* J.i Klein, Larry L.t Kcueger. Allan 
C.t Hadigan, Oarold L.t P^ndolph, John T.i Sun, 
Minghuaf Yeung, Ming C.i Zhao. Chan 
USA 

U.S. Pat. Appl. Publ.. 287 pp. 

CODEN: USXXOO 

Patent 

English 


PATENT NO. 



KINO 

DATE 


APPLICATION NO. 


DATE 

US 200S131042 


AI 


20050616 

US 2003- 

■733915 


20031211 

VO 200S061450 


A2 


200S0707 

VO 2004- 

•US3774 5 


20041110 

V: 

AE, 

AG, 

AL, 

AM, 

AT, 

AU, 

AZ, 

BA, BB, BG, 

BR, BV, 

BY, 

BZ, 

, CA, CH. 


CN, 

CO, 

CR, 

CU, 

CZ. 

DB, 

DK, 

DM, DZ, EC, 

EE, EG, 

ES, 

FI, 

, GB, 60, 


GE, 

GH, 

GH, 

HR, 

HU, 

ID, 

IL, 

IN, IS, JP, 

XE, KG, 

KP, 

KR, 

, KZ, LC, 


LK, 

LR, 

LS, 

LT, 

LU, 

LV, 

MA, 

MO, MG, MK, 

MN, MV, 

MX, 

MZ, 

, NA, NI, 


NO, 

NZ, 

OH, 

PG, 

PH, 

PL, 

PT, 

RO, RU, SC, 

SO, SE, 

SG, 

SK, 

, SL, SY. 


TJ, 

TM, 

TN, 

TR, 

TT, 

TZ, 

UA, 

UG, US, UZ, 

VC, VN, 

YU, 

ZA, 

, ZM, ZV 

Rtf: 

BV, 

GR, 

m. 

KE, 

LS, 

MV, 

MZ, 

NA, SO, SL. 

S2, TZ, 

UG, 

ZM, 

, ZV, AM. 


AZ, 

BY, 

KG, 

KZ, 

MD, 

RU, 

TJ, 

TM, AT, BB. 

BG, CH, 

CY. 

CZ, 

, DE, DK, 


EE, 

ES, 

FI, 

FR, 

GB, 

GR, 

HU, 

IE, IS, IT, 

LU, MC, 

NL, 

PL, 

, PT, RO, 


SE, 

SI, 

SK, 

TR, 

BF, 

BJ, 

CF, 

CG, CI, CM, 

GA, GN, 

GQ, 

GV, 

, ML, MR, 


NE, 

SN. 

TD, 

TG 









PRIORITY APPLN. 

INTO.: 





US 2003- 

■733915 


A 20031211 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 


AUTHOR (S): 
CORPORATE SOURCE: 
SOURCE: 


PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE; 
AB 


CAPLUS COPYRIGBT 2005 ACS on STN 
2004:322087 CAPLUS 
140:399222 

BREED: Generating Novel Inhibitors through 
Hybridization of Known Ligands. Application to CDK2, 
P38, and HIV Protease 

Pierce, Albert C. > Rao, Govindaf Bemis, Guy tf. 
Vertex Pharaaceuticals, Caadbridge, HA, 02139, USA 
Journal of Medicinal Cbeaistry (2004), 47(11), 
2768*2775 

CODOi: JMCKARf ISSN: 0022-2623 
Aaerican Cheoical Society 
Journal 
English 

In this vork ve describe BREED, a method for the generation of novel 
inhibitors fron structures of knovn ligands bound to a comoon target. The 
aethod is essentially an automation of the coiraion medicinal cheaical 
practice 

of joining fcagnents of two knovn ligands to generate a nev inhibitor. 
The ligand-bound target structures are overlaid, all overlapping bonds in 
all pairs of ligands are found, and the fragments on each side of each 
matching bond are swapped to generate the nev raols. Since the method is 
automated, it can be applied recursively to generate all possible 
coiBbinations of knovn ligands. In an application of this method to HIV 
protease inhibitors and protein kinase inhibitors, hundreds of nev aol. 
structures vere generated. These included knovn inhibitor scaffolds not 
included in the initial set, entirely novel scaffolds, and novel 
substituents on knovn scaffolds. The aethod is fast, and since all of the 
ligand functional groups are knovn to bind the target in the precise 
position and orientation present in the novel ligand, the success rata of 
this method should be superior to more traditional de novo design 
techniques. In an era of increasingly high-throughput structural biol., 
such methods for high- throughput utilization of structural Information 
will become increasingly valuable. 
REFERENCE OOUNTt 36 THERE ARE 36 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 


• STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Title conpds. of fomaila ANH(CHR) (CBRl) (CHR2)NR35 (02)R4 (I) [wherein A - 
alkylcarbonyl, arylsulfonyl, 1,3-substituted 2-oxoinidazolidinyl, 
2,4-dioxainidazolidinyl. etc.; X, Y > independently O, S, NHi R - 
(un) substituted alk(en)yl, cycloalk (en)yl, hetero/arylalkyl, etc.t Rl « OH 
and derivs., 0P03H and derivs., OSD2H and derivs., etc.» R2 - H/ R3 - 
halo/alkyl, halo/alkenyl. (un) substituted cycloalk (en) yl, aryli R4 <- 
(un) substituted cycloalk (en) yl, heterocyclyl, hetero/aeyl) were prepared as 
HIV protease inhibitors. For esaaple, II vas prepared, in 62% yield, by 
coupling add III (preparation given) with amine IV (preparation given). I 

shoved 

anUviral activity against Vild>Typa HIV with ECSO in the rang* of 1 nH to 
100 nH. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 


PATENT ASSIGNEE (S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 


2002:888736 CAPLUS 
137:384835 

Preparation of 2-amino-benzoxazole sulfonaoide as 

broad-spectrum HIV protease inhibitors 

Surleraux, Dominique Louis Nestor Ghislain; 

Vendeville, Sandrine Marie Helener Verschueren, Vim 

Gastoni De Bethune, Marie-Pierre T. H. M. G.f De Xock, 

Herman Augustinusj Tahrl, Abdellah 

Tibotec Pharmaceuticals Ltd., Ire. 

PCT Int. Appl., 54 pp. 

CODEN: PIXXD2 

Patent 

English 

1 


PATENT NO. 



KIND 

DATE 



APPLICATION NO. 


DATE 

VO 

200209259S 


Al 


20021121 


VO 2002-EP5212 


20020510 


V: AE, 

AG, 

AL, 

AM, 

AT, 

AU, 

AZ, 

BA. 

, BB, BG, BR, BY, 

BZ, 

CA, CH, CN, 


CO, 

CR, 

CU, 

CZ, 

DE, 

DK, 

DM, 

DZ, 

, EC, EE, ES, FI, 

GB. 

GO, GE, GH, 


GH. 

HR, 

HU, 

ID, 

IL, 

IN. 

IS, 

JP, 

, KE. KG, KP, KR. 

KZ, 

LC, LK, LR, 


LS, 

LT, 

LU, 

LV, 

HA, 

HD. 

MG, 

MK, 

, MN, MV, MX, MZ, 

NO, 

NZ, OH, PH, 


PL, 

PT, 

RO, 

RU, 

SD, 

SE, 

SG, 

SI, 

, SK, SL, TJ, TM, 

TN, 

TR, TT, TZ, 


UA, 

UG, 

US, 

UZ, 

VN, 
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r2 OH R4 0 


ph 


Y 


NH2 


AB Title con^s. I (Rl, M - H, alkyl, alkenyl, arylalkyl, cycloalkyl, aryl, 
heterocyclyl, etc.; R2 - H, alkyl; L - CO, OCO, NR8C0, etc. i R3 <- alkyl, 
cycloalkyl, aryl, etc.; R4 * H. alkoxyca rbonyl, carboxy, amihocarbonyl, 
cycloalkyl, etc.; R5-6 - H, alkyl], N-oxides, stereoisomers, metabolites 
and prodrugs thereof vere prepared For instance, II vas prepared from the 
corresponding diamine (preparation described), N,N* -disuccinimidylcarbonate 

and 

S-hydroxymethylthiazole (CH2C12, 6 h) . Con^s. of the invention are 
effective in inhibiting a broad range of mutant HIV strains; II had pEC50 
- 8.18 against HIV-1 (Lai strain). 
REFERENCE COUNT: 5 THERE ARB S CITED REFERENCES AVAILABLE FOR THIS 

, ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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derivatives useful as retroviral protease inhibitors 
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J.; Getnan, Daniel P.; Oecrescenso, Gary A. > Sun, Eric 
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PATENT NO. 
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DATE 
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DATE 
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N-Cfaz-L-phenylalanine chloroaethyl ketone vaa reduced (MeO!B/THF, 
-2*C. NaB84), treated with base (EtOH, KDH) and Che resulting 
epoxide intensediate reacted vlth isoaoylasdne (i-PtOH, reflux, 1.5 h) to 
give hoaochiral anine II in 31% yield for the 3 steps. II vas elaborated 
by reaction with sulfaaoyl chlorldes/sulfanates, deprotected and 
functionalized with succinates to provide confids. I, e.g. clained coiBpd. 
III. I are effective as retroviral protease inhibitors, and in particular 
as inhibitors of HZV protease. 

REFERENCE COUNT: 49 THERE ARE 49 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 


Intemediates used for the synthesis of title conpds. R33R34X'-C:Y*- 
(CH2)pCR31R32-CR30Rl-C:Y-NR6CHR2CHOHCH2NR35(O)xNR4CR7R7' (CH2)nR8 [Rl - H, 
CH2S02NH2, ester, amide, etc.i R2 - alkyl, aryl, cycloalkyl, etc.» R3 - 
(halo)allcyl, alken(yn)yl, hydroxyalkyl, etc.; R4 - H, R3» R6 - H, allcyli 
R7-7* - H, R3, amino acid sidechains, etc.; R8 - CN, OH, al)cyl, alkoxy, 
cycloalkyl, etc.; R30-32 - Rl or one of vhich combines with Rl to form a 
cycloalkyl radical; R33-34 - H, Rl or together with X* forn a cycloalkyl 
radical; x - 1 - 2; X* * N, O, CR17, where R17 - B, alkyli n - 0 - 6; p - 
0 - 2t Y, Y' - O, S, NRIS, where R15 - H, R3; I] were prepared For exanpl*' 
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(Continued) 

tf 19940823 
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Al 19990408 
Al 20010305 
Al 20020530 
A3 20020722 


IK* O O 


OH CH2-Bu-i II 


AB Amino acid hydroxyethylamino sulfonamide compds. I [R2 - (un) substituted 
aryl, (cyclo) alkyl, aralkyl, cycloallcylaDcyli R3 - alkyl, haloalkyl. 
alkenyl. alkynyl, hydroxy-, alkoxy-, alkylthio-, or alkylsulf onylalkyl, 
cycloalkylalkyl, heterocycloalkyl, heteroacyl, heterocycloalkylalkyl, 
aryl, aralkyl, or heteroaralkyl; R4 - heterocycloalkyl, heteroaryl or 
aryl; Y - 0 or Si A « heterocycloalkyl, heterocycloalkoxy, 
heterocycloalkylalkoxy, heteroaralkyl, heteroarylalkoxy, heteroaryloxy or 
heteroaryl] were prepared as retroviral protease inhibitors, particular as 
inhibitors of HIV protease. Thus, compound II (Cbz - benzyloxycarbonyl) was 
prepared and assayed for HIV inhibitory activity (IC50 - 16 nM) . Compds. of 
formula I were tested for cytotoxicity and efficacy (IC50, ECSO and TD50 
values at the nanomolar level are tabulated) . 
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(HIV). Many inhibitors vera pcepd. by (1) prepg. an H-protected aalno 
epoxide and (2) reacting this with an asdne and (3) prepg. a sulfonanide 
by reacting with a sulfonyl chloride or sulfonyl anhydride in the presence 
of an acid scavenger. The anino function of the sulfonamide vas then (4) 
deprotected and (S) reacted with a carbosylate. Thus, 
Nl-(2R-hydrojcy-3-[ (3-methylbutyi) (phenylsulfonyl) anlnoJ-lS- 
(phenylJnethyl)propyl]-2S-[(2 -fiui noli ny lea r bonyl ) ami no] butanadi aiaide vas 
prepd. and assayed for HIV protease inhibitory activity (IC50 - 1.5 nM) . 
Coopds. of formula I vara tested for cytotoxicity and antiviral efficacy 
(ICSO, ECSO, and TO50 values at the nanoaolar level are tabulated)'. 
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RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB Hydroxyethylasiino sulfonamide conpds. R9R10N(CR7R&)pCHRlC(:Y)NRGCHR2CH(OH) 
ai2>fR3S(:0)xR4 [I: Rl - H, ai2S02NH2, CH2C02CH3, alkyl, haloalkyl, 
alkenyl, alkynyl, cycloalkyl, amino acid side chains, etc.i R2 - 
(un) substituted allcyl, aryl, cycloallcyl, cycloalkylaDcyl, aralkylf R3 - H, 
alkyl, haloalkyl, alkenyl, alkynyl, aryl, heteroaryl, mono- and 
disubstituted aninoalkyl, etc. » R4 * alkyl, haloalkyl, alkenyl. alkynyl, 
aryl, (un) saturated heterocycle, (un) substituted aromatic heterocycloalkyl, 

etc.f 

R6 - H, alkyli Y - O, S, NR3» R7,R8 - independently H, Rl, or together 
with Rl and the carbon atoms to which they are attached represent a 
cycloalkyl radical; R9 - H, R3, or R3S02» RIO - H, alkoxycarbonyl, 
alkyl carbonyl, aroyl, aryloxycarbonyl, heterocyclylalkoxycarbonyl, raono- 
and disubstituted aminocarbonyl, or arainoalkanoyl, etc.f or R9R10N - 
heterocycloalkyl or heteroaryl* s > 0-2t p - 0-1] oc their 
pharmaceutically acceptable salts, prodrugs; or esters trare prepared as 
inhibitors of retroviral proteases such as human inuminodeficlency virus 
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N- (IS) -l-( (2S) -oi(iran-2-yl] -2-phenylethylcarbaoiate. and phosphazene base 
P4 tert-Bu vere stirred in 8 h in THF to give 95% tert-Bu 
N-(1S,2R) -3- [ I (3«aninophenyl) sulfonyl] (isopropoxy) amino] -l-benzyl-2- 
hyd roxypropylca rbanate . 
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AB ABxN(Gx)CHDCHOR7CH2ND'S02E [A - H, (substituted) Ht. RlHt. RlAki Ak - 

alkyli Ht - cycloalkyl, cycloalkenyl, (substituted) aryl, heterocyclyli Rl 

- CO, S02, COCO, 02C, NR2C0, NR2S02, etc. » B - null, NR2C(R3)2CO» x - 0. 
1» R2 - H. (substituted) Ht, alkyl; R3 - H, (substituted) Ht, alkyl. 
alkenyl. cycloalkyl, cycloalkenyl: G - null. H, R7. alkyl; G nay be bound 
to R7f D - (substituted) Q, all^l, alkenylf Q - (substituted) carbocyclyl, 
heterocyclyl; D' - ORIO, N:R10, N(R10)RlR3f E - Ht, OHt, 0R3, NR2R3. 
(substituted) alkyl, alkenyl, etc.» R7 - H, (CH20)»Y(ZH) (:X)Z(H) x, etc.: M 

- null, H, Li, Na, X, Mg, Ca, Ba. alkyl, alkenyl, etc.; X - O, S; Y - P, 
S; 2 * 0, S, N(R2)2, H) . were prepared as inhibitors of HIV aspartyl 
protease (no data) . Thus, 3-H2NC£H4S02NHOCHHe2 (preparation given) , tert-Bu 
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OTHER SOURCE (S): MARPAT 131:295568 

AB a~ And ^Amino acid hydroxyethylamino sulfonamide coispda. ace 

effective as retroviral protease inhibitors, and in particular as 
inhibitors of HIV protease, as veil as effective in preventing the grovth 
of retroviruses in a solution General and specific schemes for chemical 
synthesis of the sulfonanide-containlng hydroxyethylanine inhibitor conpds. 
ace described. Seventy-eight such cwqxls. were tested for cytotosicity 
and antiviral efficacy (ICSO, BC50, and TDSO values at the nanomolar level 
are tabulated) . 
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VO 1993-US7814 
US 1994-204827 
US 1994-294468 
VO 1994-US9139 
US 1995-476788 
US 1995-485524 
US 1999-288080 
US 2001-79825S 
US 2002-157019 
OTHER SOURCE (S): MARPAT 130:38712 

AB Amino acid hydroxyethylamino sulfonamide conqpds. P1NHCHR2CH(0H)CH2NR3S02R4 
[PI - alkoxycarbonyl, aralkoxycarbonyl, alkanoyl, cycloalkylcarbonyl, 
cycloalkylalkoxycarbonyl, cycloalkylalkanoyl, aralkanoyl, aroyl, 
acylosycarbonyl, heterocyclylcarbonyl, heterocyclyloxycarbonyl, 
heterocyclylalkoxycacbonyl, heteroaralkoxycarbonyl, heteroacylosycarbonyl, 
heteroacoyli R2 - alkyl, aryl, cycloalkyl, cycloalkylalkyl, 
(un) substituted aralkyl* R3 - H, alkyl, alkenyl, alkynyl, hydrozyalkyl, 
alkoxyalkyl, cycloalkyl, cycloalkylalkyl, heterocyclyl, heteroaryl, 
heterocyclylalkyl, aryl, aralkyl, heteroaralkyl; R4 - alkyl, haloalkyl, 
alkenyl, alkynyl, cycloalkyl, heterocycloalkyl, heteroaryl, aryl, aralkyl] 
vera preparation as retroviral protease inhibitors. Thus, 

N-[2R-hydr0Ky-3-t t (4- 

methoxyphenyl) sulfonyl] (2-nethylprc^l) amino] -IS- (phenylmethyl) propyl] -4- 
pyridinecarboxamlde was prepared by aaldation of isonicotinoyl chloride 
hydrochloride with 2R-hydroxy-3-[ (2-nethylpropyl) [ ti- 
me thoxyphenyl) sulfonyl] amino] -IS- (phenylmethyl) propylamine. Protease 
Inhibitory data are tabulated. 
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MARPAT 129:136097 


A— Bn-N— CH-CH-CH2-N-S02-E 



AB The title compds. X [A - H, -Ht, -RlHt, (un) substituted -Rl-alk(en)yli Rl 
- CO, S02, COCO, OCO, 0S02, NR2S02, NR2C0, NR2C000f Ht - (un) substituted 
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cycloalk(tn)yI, aryl, (banzo) beterocyclyli R2 - B, alkyl, -alkyl*R7i B - 
lfH2C(IO)2CO; n - 0, li R3 - (un) substituted allc(en)yl or cycloal>c<«n)yli n 
- 1, 2t D, D* - R7, (un) substituted alk(en)yl or cycloalk(en)yli R7 - 
(un) substituted Ph, carbocyciyl, or heterocyclyl; E - Ht, -0-Ht, -Ht-Ht, 
0R3, NR2R3, (un) substituted allc(en)yl or carbocydyl^ M - 0R2, CONHR2, 
S02NHR2, halo, NR2COR2, cyano] are prepd. as inhibitors of HIV aspartyl 
protease. The invention also relates to pharmaceutical compns. comprising 
these cosqads. The compds. and phanaaceutlcal cos^ns. are particularly 
veil suited for inhibiting HIV-1 and HlV-2 protease activity. The 
invention also relates to oethods for inhibiting the activity of HIV 
aspartyl protease using the invention conoids. , and to methods for 
screening coa^s. for anti-HZV activity. Prepns. of almost 200 compds. 
are described, and some of these plus addnl. compds. are claimed. Some of 
the compda,, e.g., II, inhibit HIV replication (IC90) in CCRH-CEM cells in 
vitro at concns. of i 100 nM. 
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AB Quinoxaline derivs. in combination with protease inhibitors and reverse 

transcriptase Inhibitors inhibited HIV replication in human lyiqihocytes . 

Such 3-way combinations are synergistic and may be used to treat persons 

with HIV infections or AIDS. 


L4 AHSVER 12 OF 24 CAPLUS COPYRIGHT 2005 ACS on STN 


ACCESSION NUMBER: 
OOOMENT NUMBER: 
TITLE: 

INVENTOR(S) : 
PATENT ASSIGNEE (S): 
SOURCE: 


DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATIONS 

PATENT NO. 

US 5595397 
VO 9405639 

V: AT, AU, BB, 

KP. KR, KZ, 

SD, SE, SK, 

RV: AT, BE, 


1997:9928 CAPLUS 
126:144117 

Preparation of sulfonamide inhibitors of aspartyl 
protease 

Tung, Roger D. ; Murcko, Mark A.; Bhisetti, Govinda R. 

Vertex pharmaceuticals. Incorporated, USA 

U.S., 87 pp., Cont.-in-part of U.S. Ser. No. 

941, 982, abandoned. 

CODENs U5XXAH 

Patent 

EngUsh 

5 


KIND DATE 


APPLICATION NO. 


DATE 


EP 885887 
EP 885887 
EP 885887 


BF, BJ, CF, 


Al 
BG, BR, 
LK. LU, 
UA. US, 
DE. DK, 
CG, CI, 


A2 
A3 


AT. BE, CH, DE, DK, 


US 5783701 
US 5723490 
US 5856353 
US 6372778 
US 5977137 
US 6004957 
US 6392046 
US 2003064977 
US 6720335 
US 2003069222 
US 2004167116 
PRIORITY APPLN. INFO. t 


OTHER SOURCE(S) : 


Bl 
A 

A 

Bl 
Al 
B2 


19961217 

19940317 
BY. CA, CH, 
LV, MG, MN, 
U2, VN 
ES, FR, GB, 
CM, GA, GN. 

199S1223 

19990203 

20030528 
ES, FR, GB, 

19980721 

19980303 

19990105 

20020416 

19991102 

19991221 

20020521 

20030403 

20040413 

20030410 

20040826 


US 1993-142327 
WO 1993-US8458 

CZ, OE, DK, E! 

MV, NL, NO, N; 


GR, IE, IT, LU, 
ML, MR, NE, SN, 
EP 1998-113921 


GR, IT, 
US 1995- 
US 1995- 
US 1995- 
US 1995- 
US 1998- 
US 1998- 
US 1999- 
US 2002- 

US 2002- 
US 2004- 
US 1992- 
VO 1993- 
EP 1993- 
US 1993- 
US 1995- 
US 1995- 
US 1998- 
US 1999- 
US 2002- 


LI, LU, 
393460 
424819 
477937 
484326 
115394 
121008 
409808 
94763 

94790 
-786997 
-941982 
US8458 

921428 
142327 
393460 
-484326 
■115394 
-409808 
94763 


19931124 
19930907 
FI, GB, HU, JP, 
PL, PT, RO, RU, 

MC, NL, PT, SE, 
TD, TG 

19930907 


NL, SB, MC, PT, 
19950223 
19950419 
19950607 
19950607 
19980714 
19980722 
19990930 
20020308 

20020308 
20040224 
B2 19920908 
W 19930907 
A3 19930907 
A2 19931124 
B2 19950223 
A3 19950607 
A3 19980714 
A3 19990930 
Al 20020308 


HARPAT 126:144117 


ANSVER 12 OF 24 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 
The title compds. I (A ■ 3-tetrahydrofuryioxycarbonyl; D' - 
(un) substituted allcyl; E - (un) substituted acyl] are prepared This 
invention also relates to pharmaceutical compns. comprising these compds. 
The compds. and pharmaceutical cotqans. of this invention are particularly 
well suited for inhibiting HIV-1 and HIV-2 protease activity and 
consequently, may be advantageously used as antiviral agents against the 
HIV-1 and HIV-2 viruses. This invention also reUtes to methods for 
inhibiting the activity of HIV aspartyl protease using the conqxls. of this 
invention and methods for screening cooqsds. for anti-HIY activity. The 
title compds. inhibit HIV repUcation at concentration of £ 100 nM. 
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Ph-^' 


ANSVER 13 or 24 CAPLUS OOPYRIGar 200S ACS on 5TN 


ACCESSION NUMBER: 
OOCUKENT NtMBER: 
TITLE: 


PATENT ASSIGNEE (S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGBt 

FAMILY AOC. NUM. COUNT: 
PATENT INFORMATION: 


1996:725344 CAPLUS 
126:7S247 

Preparation of and p-aaino acid 
hydroxyethylanino sulfonyl urea derivatives as 
retroviral protease inhibitors 

Vazquez, Michael l.t Mueller, Richard A.i Talley, John 
J.I Getjun, Daniel P.i Decrescenzo, Gary A. i Suo, Eric 

T. 

G.D. Searle and Co., USA 

U.S., 37 pp. 

OODEN: USXXAH 

Patent 

BngUsh 

1 


PATENT NO. 

KIND 

DATE 

US 

557B606 

A 

19961126 

US 

6022872 

A 

20000208 

US 

6211176 

Bl 

20010403 

US 

6403585 

Bl 

20020611 

US 

2003144342 

Al 

20030731 

US 

6683648 

B2 

20040127 

US 

2004171653 

Al 

20040902 


PRIORITY APPLH. INFO. : 


OTHER SOURCE (5) : 


HARPAT 126:75247 


APPLICATION NO. 

US 1992-968712 
US 1996-709069 
US 1999-345739 
US 2000-731911 
US 2002-138534 

US 2003-689513 
US 1992-968712 
US 1996-709069 
US 1999-345739 
US 2000-731911 
US 2002-138534 


DATS 

19921030 
19960906 
19990701 
20001208 
20020506 

20031021 
A3 19921030 
Al 19960906 
Al 19990701 
Al 20001208 
Al 20020506 


I 13 OF 24 CAPLUS COPYRIGHT 2005 ACS on STH (Continued) 
effective as retroviral protease inhibitors, and in particular as 
inhibitors of HIV protease. Thus* coupling of protected 
amino (hydroxy) phenylbutylaaine II {Z - PhCH202C) (prcpd. in 3 steps frcia 
chloroaetbyl ketone Z<L>Phe>ai2Cl) vith ClSO2NBQ<e2002Me, followed by 
hydrogenolysis and coupling with Z-Asn-OB gave inhibitor III. 


O CX2COIIH2 CH 


OH k^M* OH S^«« 


AB «- And p-aoino acid hydroxyethylaoino sulConyl urea derivative 

conpds., e.g. I [R3 - Cl-8 alkyl, (un) substituted Cl-8 allcylphenyl, Cl-8 
heteroaralkyl; R8 - (un) substituted Ph. heterocyclyl, CN, OH, C02H. Cl-8 
alkylthio, (un) substituted phenylsulfonyl, Cl-8 alkanoyl, Cl-B 
alkoxycarbonyl, Cl-8 dialkylaoinocarbonyl, N-Cl-B- alkyl-N- 
phenylcarbaaoylf 2-heterocyclyletho«y* haterocyclyli n - 0-2), are 
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AB Combinations of a quinoxaline derivative [Ii Rl - halo, OH, N02, 
(substituted) 

amino, N3, CF3, CF30, Cl-8 alkyl, CN, (substituted) Ph, N-haterocyclyl, 
etc.f R2, R5 - B, OH, Cl-6 alkosy, aryloKy, Cl-6 acyloicy, CN. 
(substituted) amino, (substituted) Cl-8 alkyl, (substituted) C2-B alkenyl, 

(substituted) C3-8 alkynyl, (substituted) C3-8 cycloalk(en)yl, eto R3, 
R4 - H, (substituted) Cl-8 alkyl, (substituted) C2-8 alkenyl, 
(substituted) C3-8 cycloalk (en)yl, (substituted) aryl, etc.; or R3R4 or 
R3R5 complete a (substituted) ringi X - 0, S, Se, NR2i n - 0-4] and a 
peptidomimetic protease inhibitor are useful for treatment of HIV 
infections and AIDS. Thus, I [Rl - 6>He0, R2 - R3 - H, R4 - (5)-Me5CH2, 
R5 - i-Pe02C, X - S] (0.7-6 nM) and saquinavir (6-50 nM) synergistically 
inhibited syncytium formation in HIV-infected human lya^hocytes in vitro. 


A method is disclosed for the treatment of mammalian retrovirus 
infections, e.g. HIV, using combinations of retroviral protease inhibitors 
trhich' are effective in preventing the replication of the retroviruses in 
vitro or in vivo. In particular, the invention provides protease 
inhibitor compds. used in combination therapy vith other protease 
Inhibitor coqxls. Also disclosed is combination therapy with a 
combination of protease inhibitors and antiviral agents other than 
protease inhibitors. Preparation and activity of selected inhibitors is 
Included. 
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Certain coopds. such as SC-S2151 have eKtensive nonspecific adsorption to 
the ultrafiltration devices or to dialysis meidbranes and theraCore can not 
be measured by the conventional ultrafiltration or equilibrium dialysis 
methods, A nev method based on charcoal adsorption was developed to 

overcone this difficulty. Unlike oany conventional methods, vhlch are 
based on the separation of free drug f cod bound drug under equilibrium 
conditions, 

the nev nethod is operated under nonequil. conditions and involves 
measuring the tine course of decline of the percentage of bound drug 
remaining in plastaa vhile the free drug is being removed by charcoal 
adsorption. Theoc. aspects of the method and the data processing 
procedure are presented. SC-98A, a compound vith minimal nonspecific 
adsorption to the ultrafiltration mendirane, was used to demonstrate the 
applicability of this method against the ultrafiltration method. Using 
this method, the protein binding of SC-52151 in human plasma at 1.0 
nq/nL was determined to be in tha range of 91.4-97.7% at room temperature 
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AB Succinoylamino hydroxyethylamino sulfonamide compds. I or a 

pharmaceutically acceptable salt or ester thereof, wherein p represents 0, 
1 or 2; n represents either 0 or 1; X' represents N(R34) or 0; or R33X* 
represents cycloalkyl or aryl radicals i Y and Y' each independently 
represent O or Si Rl, R30, R31 and R32 each independently represent 
hydrogen, OH, (CR2)C(0)CH3, CB2S02NH2, O02CH3, C0NHCH3, C0N(CH3)2, 
CH2C(0)NHCH3, CH2C(0)N(CH3) 2, C0NH2. C(CH3)2(SH), C (CH3) 2(SCH3) , 
C(CH3)2(S(0)CU3] , C(CH3) 2{S (O) 2CH3] , alkyl, haloalkyl, alkenyl, alkynyl, 
aralkyl or cycloalkyl radicals, or the side chain of the amino acid 
asparagine, S-He cysteine or the corresponding sulfoxide or sulfone 
derivs. thereof, leucine, isoleucine, allo-isoleucine, tert-leucine, 
phenylalanine, ornithine, alanina, norleucine, glutasdne, valine, 
threonine, serine, o-alkyl serine, aspartlc acid, p-cyanoalanine or 
allothreoninei or R30 and R32 together with the carbon atoms to which they 
are attached form a cycloalkyl radicali R2 - e.g., alkyl, aryl, 
cycloalkyli R3, R33, R34 - e.g., H, alkyl, haloalkyli B4 - e.g., alkyl, 
haloalkyl, alkenyl; R6 - H, alkyl> are effective as retroviral protease 
inhibitors, and in particular as inhibitors of HIV protease. Thus, e.g., 
butanediamide II was prepared by coupling of benzyl (R) -2,2,3- 
triraethylsuccinate (preparation given) with 2 (R) -hydroxy-3-{ (3- 
methylbutyl) (phenylsulf onyl) amino] -1 (5) - (phenylmethyl) propylamine 

(preparation 

given) followed by benzyl ester hydrogenolysls and amldatlon, and 
exhibited ICSO - 2 nM f or inhibition of HIV protease. 
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AB Hyroxethylamino sulfonamide coopds. AC (: Y)NR6CHR2CHOHCH2NR3S(:0)xR4 {I: 
R2- (substituted) alkyl, aryl, cycloalkyl, cycloalkylalkyl, aralkylj R3-Hi 
R3,R4-R2, alkenyl, alkynyl, heterocycloalkyl, -aryl, -aralkyl, 
-cycloalkyalkyli R6-a, alkyli x-l,2i Y-O, Si A-RO, R» R-alkyl, alkenyli 
(hetero) aryl, cycloalkyl, cycloalkylalkyl, aralkyl, HH2, mono- or 
disubstituted amino, etc.} are effective as retroviral protease 
Inhibitors, and in particular as inhibitors of HIV protease. Many 
Inhibitors were prepared by (1) preparing an N-protected amino epoxide and 

(2) 

reacting this with an amine and (3) preparing a sulfonamide by reacting with 
a sulfonyl chloride or sulfonyl anhydride in the presence of an acid 
scavenger. The amino function of the sulfonamide was then (4) deprotected 
and (5) reacted with a carboxylate. In vitro HIV protease assays with 
these conqxls. revealed inhibitors with ICSO's as low as 1.4 nH, e.g. 
[1S-[1RMS*),2S*]]-I (A-p-MeOC6H4CH20CONHCH2CHMef Y-Oi R6-HI R2-ben2yll 
R3-3-methylbutylr x-2j R4 -phenyl) . 
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Inhibitors of HIV-1 Protease Containing the Novel and 
Potent (R) -(Hydroxyethyl) sulfonanide Isostere 
Vazquez, Michael L.t Bryant, Martin L. i Clare, 
Michael; OeCrescenzo, Gary A.i Doherty, Elizabeth H.; 
FresJcos, John N.> Getiaan, Daniel P./ Houaeoan, Kathryn 
A.t Julien, Janet A.i et al. 

Searle Discovery Research, Skokie, IL, 60077, USA 
Journal of Medicinal Chemistry (1995), 3B(4}, 581-4 
OODEH: JMOfARt ISSN: 0022-2623 
Aaerican Chemical Society 

Journal 
English 

CASREACT 122:204547 
The authors have prepared and tested a series of novel and highly potent 
HIV~1 protease inhibitors based on the (R) - (hydro]iyathyl)8ulfonanid« 
isostere. The isotere exhibits enhanced potency relative to the 
previously reported (hydroxyethyl) urea isotece. The preferred stereochea. 
for the critical hydroxyl group is R. X-ray crystallog. studies show that 
these inhibitors bind to the protease in an extended fashion vith one of 
the sulfonamide oxygens forming a hydrogen bond to the key structural 
water mol. Some of the compds. showed excellent antiviral activity in 
vitro. 
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I Vl j,31r32V R2 

r30^r1 L I U 

R6 OH r3 I 

R* I 

CH2Ph 


'"^^Y^*' S02— NH— a 


O He OH k^"" 


Me III 


Title compds. (Ii Rl - H, CH2-S02-MH2, CH2-C02Me, C02Me, C0NH2, 
CH2-C0'NHMe, CMe2-SH, etc.j R2 - alkyl, aryl, cycloalJcyl, cycloalkylalkyl, 
N02. cyano, CF3, OH, SH, alkoxy, eto R3 - alkyl, haloalkyl, alkenyl, 
alkynyl, hydroxyalkyl, alkoxyalkyl, cycloalkyl, etc.i R4, R5 - H, any 
group in the definition ot K3$ R6 - H, alkyli R30,R31,R32 - R, alkyl, 
alkenyl, alkynyl, etc. r R33, R34 - H, any group in the definition of R3, 
or R33 and R34 together with X - cycloalkyl, aryl, heterocyclyl, 
heteroaryl prorvidod that when X - 0, R34 - nil* X - N, 0, CR17> B17 - H, 
alkyli X - 1, 2> t - 0, 1, 2i Y, Yl - 0, S, NR15» R15 - H, any group in 
the definition of R3] , effective as retroviral protease inhibitors, and in 
particular as inhibitors of HIV protease, are prepared Thus, 4 -benzyl 
2(R),3,3-trimethylsuccinatB was condensed with the {<tert- 
butylaminosulfonyl) amino] propylamine derivative II (preparation given) in 

containing HOBt and 1- (3-dimethylaminopropyl) -3-ethylcarbodiimide 
hydrochloride to give the title cosqpound III. Ill had an ICSO of 1.4 mM 
against retroviral protease in an in vitro study. The title compds. were 
also compared trith AZT in a CEM call assay. 
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AB RR'N<CR7R8|tCHRlC(:y)NR6CHR2CH(OH)CH2NR3SOxNR4RS [R - H, (cyclo)alkyl, 
(hatero)aryl, alkyl <oxy)carbonyl, heterocyclyl (oxy) carbonyl, etc.i R' - 
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groups cited for 113, R**S02i R" - groups cited for R3i NRA* - 
heterocyclyl, heteroarylr R1,R7,R8 - H, (halo) alkyl, amino acid aide 
chain, C0NH2, C02He. etc. » R1R7 - atoms to form a cycloaDcyl groupi R2 - 
(un) substituted (cyclo) allcyl. aryl{alkyl)i R3 - (cycle) alkyl, 
(hetero)aryl(allcyl), aoinoalkyl, etc.i R4,RS - H, groups cited for R3> 
NB4R5 - heterocyclyl, heteroaryli R6 • H. alieyli Y - O, S, NH, NR3; t - 
0-2t K - 1 or 21 wore prepd. Thus, N-benzyloxycarbonyl-3(S) -aaino-1, 2(S) - 
epoicy-4-phenylbutane (prepn. given) vas condensed vith Ke2CHCH2liH2 and the 
product aaidated by ClS02NHCMe3 (prepn. given) to give, after 
deprotactlon, sulfaoaiBide I (RIO - R) vhich vas N-acylated by 
N-BOC-L-asparagin« and the deprotactad product N^acylated by 
qulnolina-2-carbosylic acid to give I (RIO - qijinolinoylasparaginyl group 
Q) . The latter had IC50 of 2nK against HIV-1 infection of CEM cells in 
vitro. 
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AB Title cofflpds. A(B)xNHCH(0)CH(0H)CH2N(DM S02E (A - H, Est. Rl-Het, 

(substituted) Rl-Cl-6 alkyl, (substituted) R1-C2-6 alkenyl wherein Rl - OO, 
S02, COCO, 02C, etc., Het - C5-7 cycloaDcyl, C5-7 cycloalkenyl, C6-10 
acyl. (substituted) 5-7-niembered heterocyclyl> R2 - H, (Ar)-Cl-3 alkyli B 
- NR2CR3C0, null wherein B3 - H, (substituted) Hot or Cl-6 alkyl or C2-6 
alkenyl or C3-6 cycloalkyl or C5-6 cycloalkonyli x - 0,1> D, D* - Ar, 
(substituted) Cl~4 alkyl wherein Ar - Ph, (substituted) 3-6-menbered 
carbocyclyl or 5~6~DeDbered heterocyclyl/ E - Het-0, Het-Het, 
(substituted) Cl-6 allcyl or C2-6 alkenyl, C3-6 carbocyclyl) useful also 
against viral infection of HIV-2, RIV-2, or BTLV, are prepared 
4,3-(AcNH)FC6H3502Cl and syn-I (A - quinoUn-2-ylcarbonyl, D* - Me2CRCH2) 
(preparation given) in ca2C12 was treated with F30C02H followed by NaBC03 

and 

4-FC6H4S02C1 to give the title compound II which inhibited HIV-1 protease 
with IC50 of <0.1 nM. 


L4 ANSWER 23 OF 24 CAPLUS COPYRIGHT 2005 ACS on STN 
ACCESSION NUMBER: 1994:701324 CAPLUS 

DOCUMENT NUMBER: 121:301324 

TITLE: Preparation of hydroxyethylamino sulfonamides useful 

as retroviral protease inhibitors 
INVENTOR(S)i Vazquez, Michael L.i Mueller, Richard A. t Talley, John 

J.I Getman, Daniel: Decrescenzo, Gary A. i Freskos, 

John N. 

PATENT ASSIGNEB(S): G.D. Searle and Co., USA* Monsanto Co. 

SOURCE: PCT Int. Appl., 198 pp. 

. COOEN: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 6 
PATENT INFORMATION: 


PATENT NO. KIND DATE APPLICATION TO, DATE 


HO 

9404492 



Al 

19940303 

WO 

1993-US7814 


19930824 


W: AT, 

AU, 

BB, 

BG. 

BR. 

BY, CA. CH, 

, C2 

;, DE, DK, ES, 

FI, 

GB, HU, JP, 


KP, 

KR, 

KZ, 

LK, 

LU. 

MG, MN, MW, 

, NL, NO, NZ, PL, 

PT, 

RO, RU, SO, 


SE, 

SK, 

UA, 

US. 

VN 







RW: AT, 

BE, 

CH, 

DE, 

DK, 

, ES, FR, GB, 

, GR, IE, IT, LU, 

MC, 

NL, PT, SE, 


BF, 

BJ. 

CF, 

CG, 

CI, 

, CM, 6A, GN, 

, ML, MR, NE, SN, 

TO, 

TG 

EP 

656887 



Al 


19950614 

EP 

1993-923714 


19930824 

EP 

656887 



Bl 


19981028 







BE, 

CH, 

DE, 

DK, 

, ES, FR, GB, 

, GR, IE, IT, LI, 

LU, 

NL, PT, SE 

JP 

08501288 



T2 


19960213 

JP 

1994-506530 


19930824 

JP 

3657002 



B2 


200SO6O8 





AU 

680635 



B2 


19970807 

AU 

1994-53474 


19930824 

AU 

9453474 



Al 


19940315 





EP 

810209 



A2 


19971203 

EP 

1997-113434 


19930B24 

EP 

810209 



A3 


19981202 





EP 

810209 



Bl 


20020605 






R: AT, 

BE, 

CH, 

OE. 

OK, 

, ES, FR, GB, GR, IT, LI, LU, 

NL, 

SE. PT, IB 

AT 

172717 



E 


19981115 

AT 

1993-923714 


19930824 

ES 

2123065 



T3 


19990101 

ES 

1993-923714 


19930824 

RU 

2173680 



C2 


20010920 

RU 

1995-106624 


19930824 

AT 

218541 



E 


20020615 

AT 

1997-113434 


19930824 

PT 

810209 



T 


20020930 

PT 

1997-113434 


19930824 

ES 

2177868 



T3 


20021216 

ES 

1997-113434 


19930824 

US 

6060476 



A 


20000509 

US 

1994-204827 


19940302 

US 

S96B942 



A 


19991019 

US 

1994-294468 


19940823 

NO 

9500533 



A 


19950213 

NO 

1995-533 


19950213 

FI 

9500650 



A 


19950214 

FI 

1995-650 


19950214 

FI 

112471 



Bl 


20031215 





US 

6455581 



Bl 


20020924 

US 

1995-451090 


19950525 

US 

6046190 



A 


20000404 

US 

1996-586866 


19960124 

NO 

9803099 



A 


19950213 

NO 

1998-3099 


19980703 

NO 

307047 



Bl 


20000131 





US 

6248775 



Bl 


20010619 

US 

1999-288080 


19990408 

US 

6500B32 



Bl 


20021231 

US 

2000-525161 


20000314 

US 

2002052399 


Al 


20020502 

US 

2001-798255 


20010305 

US 

6417387 



B2 


20020709 





FI 

2001002317 


A 


20011127 

FI 

2001-2317 


20011127 

US 

2003191319 


Al 


20031009 

US 

2002-157019 


20020530 

us 

6646010 



B2 


20031111 





us 

2004044047 


Al 


20040304 

US 

2002-199481 


20020722 

us 

6846954 



B2 


20050125 





us 

6924286 



Bl 


20050802 

US 

2003-633376 


20030804 

us 

2004229922 


Al 


20041118 

US 

2004-812343 


20040330 


U ANSWER 23 OF 24 CAPLUS 
PRIORITY APPLH. INFO. t 


OTHER SOURCE(S): 
61 


OOPYRIGBT 2005 ACS on STN 

US 1992-934984 
EP 1993-923714 

US 1993-110911 
VO 1993-US7914 
US 1994-204927 
US 1994-204972 
US 1994-294 468 
TO 1994-US9139 
US 1995-451090 
US 1999-288080 
US 2001-798255 
US 2002-157019 
US 2002-199481 

HARPAT 121:301324 


(Continued) 

A2 19920825 
A3 19930824 
A2 19930824 
V 19930824 
A2 19940302 
B2 19940302 
Al 19940823 
W 19940823 
A3 19950S25 
Al 19990408 
Al 20010305 
Al 20020530 
A3 20020722 


Y r2 


H(CRl R^">t^^^Jv^^^^S0xR4 


O r2 



Mo^ ^Me III 


AB Title coBpds. [I and II i R - H, alkoxycarbonyl, aralkoxycarbonyl, 
alkylcarbonyl, cycloalkylcarbonyl, heterocyclylcarbonyl, 
heteroaryloxyalkyl, hydroxyalkyl, aryl, alkyl, alkenyi, alkynyl, 
substituted aminocarbonyl, etc.; R' - H, R3, R"S02j RR'N - heterocyclyl, 
hetecoaryli Rl - H, CH2S02NH2, CH2C02Me, C02Me, CONH2. C«e2SH. alkyl, 
haloalkyl, alkenyl, alkynyl, cycloalkyl, amino acid side chains, etc.* 
Rl', Rl" - H, Rl) 1 of Rl*, Rl" together vith Rl forn a cycloalkyl 
radicali R2 - (substituted) alkyl, aryl. cycloalkyl. cycloalkylalkyl, 
aralkylt R3 - H, alkyl, haloalkyl, alkenyl, alkynyl, hydroxyalkyl, 
alkoxyalkyl. cycloalkyl, heterocycloalkyl, heteroaryl, aryl, acalkyl, 
heteroaralkyl, (substituted) aminoalkyl, etc.i R4 - R3, eacept Hi R6 - H, 
alkylx X - 0-2f t - 0, If Y - O, S, iraino) , vere prepared Thus, title 
compound (III, solution phase preparation given) inhibited mv protease 

with IC50 - 
16 nH. 
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2)HC(0H)BCH2N(R3)S(O)KR4 [Rl - H, CH2S02NB2, C02Me, CONHMe, C0NMe2. etc.i 
R2 - alkyl, aryl, cycloalkyl, (un) substituted cycloalkylalkyl and 
arylalkylj R3 - H. alkyl, haloalkyl, alkenyl, alkynyl, hydroxyalkyl, 
alkoKyalkyl, cycloalkyl, etc.; R4 - alkyl, haloalkyl alkenyl, alkynyl, 
hydroxyalkyl, alkoxyalkyl, cycloalkyl etc.; R6 - H, alkyl; R30-R32 - Rli 
R1R30R31 - cycloalkyl; R1R30R32C - cycloalkyl; R33, R34 - H, R3i R33R34X1 
- cycloalkyl, aryl, heterocyclyl. etc.; XI - 0, N, CR17f R17 - H, alkyl; 
Y, Yl - 0, S, NRlSt R15 - H, R3; t - 0, 1; S - 0-2), useful as HIV 
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T 


20031031 

PT 

1998-113921 


19930907 

ES 

2200243 



T3 


20040301 

BS 

1998-113921 


19930907 

CN 

1087347 



A 


19940601 

CN 

1993-117370 


19930908 

CN 

1061339 



B 


20010131 





ZA 

9308470 



A 


19940620 

ZA 

1993-8470 


19931112 

US 

5585397 



A 


19961217 

US 

1993-142327 


19931124 

Fl 

9501059 



A 


19950418 

FI 

1995-1059 


19950307 

NO 

9500876 



A 


19950508 

NO 

1995-876 


19950307 

NO 

303444 



Bl 


19980713 





HK 

1012631 



Al 


20000623 

HK 

1998-113971 


19981217 

HK 

1023561 



Al 


20040716 

HK 

2000-100689 


19981217 

PRIORITY APPLH. 

INFO.: 




US 
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A2 19920908 








EP 
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VO 
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OTHER SOURCE <S|: 
GI 
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O 

hSOOrN OH D' 



AB Title con^s. A(B)xNHCH(D)CH(OH)CH2N(0' ) S02E (A - H, Het, Rl-Het, 

(substituted) Rl -CI -6 alkyl. (subatituted) R1-C2-6 alkenyl wherein Rl - CO, 
S02, COCO. 02C. etc., Het - C5-7 cycloalkyl, C5-7 cycloalkenyl, C6-10 
aryl. (substituted) 5-7-iaembered heterocyclyl? R2 - H, (Ar) -Cl-3 alkyli B 
- NR2CR3CO, null wherein R3 - H, (substituted) Het or Cl-6 alkyl or C2-6 
alkenyl or C3-6 cycloalkyl or C5-6 cycloalkenyl; x - 0,1> D. 0* - Ar, 
(substituted) Cl-4 alkyl wherein Ar - Ph, (substituted) 3-6-meabered 
earbocyclyl or 5-6-i»embered heterocyclyl; E - Het-O. Het-Het. 
(substituted) Cl-6 alkyl or C2-6 alkenyl, C3-6 earbocyclyl) useful also 
against viral infection of HIV-2, HIV-2, or HTLV, are prepared 
4,3-(AcNH)FC6H3S02Cl and syn-I (A - qulnolin-2-ylcarbonyl, 0* - Me2CBCH2) 
(preparation given) in CH2C12 was treated with F3C002H followed by NaB003 

and 

4-FC6H4S02C1 to give the title coapound XX which inhibited HIV-1 protease 
with ICSO of <0.1 KM. 
IT 160230-05-TP 160230-06-SP 1S0230-07-9P 
160230-08-09 160230-09-lP 160230-10-4P 
ie0230-ll-5P 1S0230-12-6P 160230-13-7P 
160230-1.4-BP lS0230-i5-9P 160230-16-OP 
IS0230-17-1P 160230-18-2r X«0230-1»-3P 
160230>20-6P 160230-21-7P 160230-23-8P 
160230-23-9P 1S0230-24«0P 1«0230-2»>1P 
160230-50-2P l«0231-93-<P l<0231-»6-»P 
160333-42-6P 160333-43-7P i«0333-44-8P 
160333-49-9P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of as HIV-1 protease inhibitor) 
RN 160230-05-7 CAPLUS 

CN Butanedtamide, Nl- [ (IS, 2R) -2-hydroxy-l- (phenylmethyl) -3- 
[ (phenylnethyl) (phenylsulf onyl) aoino] propyl] >2- [ (2- 
quinoUnylcarbonyDaninol-, (2S)- <9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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NH2 


RN 160230-06*8 CAPLUS 

CN ButanediaiDide, Hl-{ (IS, 2R) -3-{ ( [3- (acetylamino) -4- 

f luorophenyl] sulfonyl] (phenylnethyl) amino] -2-hydroaiy-l- 

(phenylmethyl) propyl] -2- [(2-quinolinylcartmnyl) amino]-, (2S)- (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 



RN 160230-07-9 CAPLUS 

CN Butanediamide, Nl-[ (IS, 2R) -3- [ [ (3,5-diBethyl-4- 

iaoxazolyl) sulfonyl) (phenylmethyl) amino] -2-hydroxy-l- (phenylnethyl) propyl] - 
2>[(2-qulnoUnylcacbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-08-0 CAPLUS 

CN Butanediamide, Nl-[ (IS, 2R) -2*hydraify-l< (phenylmethyl) -3- [ (phenylmethyl) [ [3- 
(trifluoroaethyl) phenyl] sulfonyl] amino] propyl] -2-( (2- 
quinolinylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 
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RN 160230-09-1 CAPLUS 

CN Butanediamide, Nl-( (IS, 2R)-3-(( [2- (acetylamino) -4-nethyl-5- 

thiazolyl] sulfonyl] (phenylmethyl) amino] -2-hydroxy-l- (phenylmethyl) pri^l] - 
2-t(2-quinoUnylcarbonyl)amino]-, (2S)- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-10-4 CAPLUS 

CN Butanediamide, Nl-( (IS, 2R) -2-hydroxy-3-[ [ (5- (3-isosazolyl) -2- 

thienyl] sulfonyl] (phenylmethyl) amino] -1- (phenylmethyl) propyl] -2- [ (2- 
qui noUny lea rbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-11-5 CAPLUS 

CN Benzoic acid, 3-{ { [ (2R, 3S) -3-[ ( (25) -4-amino-l, 4-dioxo-2- [ (2- 
quinolinylcacbonyl) amino) butyl] amino] - 2- hydroxy- 4- 
phenylbutyl) (phenylmethyl) amino] sulfonyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


Absolute stereochemistry. 
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M 160230-12-6 CAPLUS 

CN Butanediaaide, Ml-( (IS, 2R) -2-hydroiry-3-I (oethylsulfonyl) (phenylaethyl) amin 
o] -l-(phenyliaethyl) propyl] -2-( (2-qulnoUnylcarbonyl)anino)-, (2S)- (9CI) 
(CA INDEX NAHE) 

Absolut* stereochealstcy. 



RN 160230-13-7 CAPLUS 

CN Butanediaaide, Nl-( (1S,2R) [ (2, l,3-b«nzaKadlazol-4- 

ylsulfonyl) (phenylttathyl)*mlno]->2>hydraxy-l-(ph«nylra«thyl) propyl] -2-t (2- 
qulnoUnylcarbonyl) amino]-, (2S)- (9Ct) <CA IHDBC NAME) 

Absolute 9teceocheffli9try. 



CN Butanediamide, Nl-{ (IS, 2R) -3-[ [ (3- (aminoaulfonyDphenyl] sulfonyl] (phenylae 
thyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2- [ (2- 
qulnoli ny lea rbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute sterttochenistry. 



RH 160230-1S-9 CAPLUS 

CN Butanediaaide, Nl-[(lS,2R)-3-( [ (dimethylamino)sulfonyl] (phenylmethyl) amino 
] -2-hydroxy-l- (phenylaathyl) propyl] -2-{ (2-quinollnylcarbonyl) amino) -, 
(2S)- (9CI) <CA INDEX NAHE) 

Absolute stereochemistry. 



RN 160230-16-0 CAPLUS 

CN Butanediamide, Nl-[ (1S,2R) -2-hydroiiy-3-[ (2-mathylpropyl) [ [5- (2-pyridlnyl) - 
2-thlenyl] sulf onyl] amino] -1- (phenylnethyl) propyl] -2- [ (2- 
quinoUnylcarbonyl) amino)-, (2S)- (9CZ) (CA INDEX NAHB) 

Absolute stereochemistry. 



CN Butanediamide, Nl-[ (lS,2R)-2-hydroxy-3-[ (2-methylpropyl) [ [4- 

(phenylsulf onyl) -2-thienyl] sulf onyl] amino] -1- (phenylmethyl) propyl] -2-[ (2- 
quinoUnylcarbonyl) amino]-, <2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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m 160230-18-2 CAPLUS 

CN Butanediamide, Ml-t (IS, 2R) -3-( [ «-f luocophenyl) sulfonyl) (2- 
methylpropyl) amino] -2-hydroiiy-l- (phenylmethyl) propyl] -2- [ (2- 
quinoUnylcarbonyl) amino]-, (25)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-19-3 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -3-[ [ (4- (acetylamino) -3-f luorophenyl] sulf onyl) (2- 
methylpropyl) amino) -2-hydroiiy-l- (phenylmethyl) propyl) -2- ( (2- 
quinoU ny lea rbonyl) amino]-, (2S)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



RH 160230-20-6 CAPLUS 

CN Butanediamide, Nl-{ (IS, 2R) -3-[ [ (3- (acetylaoino) -4-f luorophenyl) sulfonyl] (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2- ( (2- 
qui noU ny lea rbonyl) amino] (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 160230-21-7 CAPLUS 

CN Butanediaaide, Nl-{ (IS, 2R) -3- [ [ [4- (acetylamino)ptaenyl)sulfonyl] (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl) -2-t (2- 
quinolinylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stersochemistcy. 



RN 160230-22-8 CAPLUS 

CN Butanediamide, Nl-[ (1S,2R) -3-[t{2- (acetylamino) -4-methyl-5- 
thiazolyl) sulf onyl] (2-methylpropyl) amino] -2-hydcoxy-l- 
(phenylmethyl) propyl) -2- [(2-quinolinylearbonyl) amino)-, (2S)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 160230-23-9 CAPLUS 

CN Butanediamide, Nl-C (IS, 2R) -3- [( (3- (acetylamino) phenyl] sulf onyl] (2- 
nethylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2-( (2- 
quinoUnylcarbonyl) amino)-, (25)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 
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RN 160230-24-0 CAPLUS 

CN Butanediamldo, Nl-I (1S,2R) -3-t (2,l,3-benzoxadiazol-4-yl9ulfonyl) (2- 
mthylpropyl) amino] -2-hydrQxy-l- (phenylaethyl) propyl] -2- [ (2- 
quinoUnylcarbonyDaaino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolut* 9tttceoch«ml8try. 



NH2 PH i-Bu 



RN 160230-25-1 CAPLUS 

CN Butanediamide, NX- ( (IS, 2R) -3-C [ (diraethylamino) sulfonyl] (2- 
methylpropyl) ami no] -2-hydroiiy-l- (phenylmethyl) propyl] -2- { (2- 
quinoUnylcarbonyDanino]-. (2S)- (9CI) (CA INDEX NAME) 

Absolute atereocheodatry. 



RN 160230-50-2 CAPLUS 

CN Butanediamidfl, N-[ (IS, 2R) -3- [[ [4- (acBtylamino) phenyl] sulfonyl] (2- 

nethylpropyl) amino] >2-hydroiiy-l- (phenylmethyl) propyl] - (9CI) (CA INDEX 
NAHE) 

Absolute stereochemistry. 



RN 160231-93-6 CAPLUS 

CN Butanedi amide, Nl-[ (IS, 2S> -2-hydroxy-3- [ ( [5- (3-isoxazolyl) -2- 

thienyl] sulfonyl] (2>DBthylpcopyl) amino] -1- (phenylmethyl) propyl] -2-( (2- 
quinoUnylcarbonyl) amino]-. (2S)-(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160231-96-9 CAPLUS 

CM Butanediamide, Nl-l (1S,2R) -3-[ ( (4- (acetylamino) -3- 

f luorophenyl] sulfonyl] (phenylmethyl) amino] -2-hydroxy-l- 
(phenylmethyl)propyl]-2-[ (2-quinolinylcarbonyl)araino]-, (2S)- (SCI) 
INDEX NAME) 

Absolute stereocheuistcy. 



Ph ✓v^^^M 


RN 160333-42-6 CAPLUS 

CN Butanediamide, Nl-( (IS, 2S) -3- [ [ (4- (acetylamino) -3-f luorophenyl] sulfonyl] (2- 
methylpropyl) amino) -2-hydcoiry-l- (phenylmethyl) propyl] -2- ( (2- 
quinoUnylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 160333-43-7 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2S) -3- ( (2, 1, 3-benzoxadiazol-4 -ylsulf onyl) (2- 
methylpropyl) amino] -2-hydcoxy-l- (phenylmethyl) propyl] -2-{ (2- 
quinoUnylcacbonyl) amino)-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160333-44-8 CAPLUS 

CN Butanediamide, Nl- [(IS, 2S) -3- [ ( ( 4- (acetylamino) phenyl] sulfonyl] (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2- [ (2- 
quinolinylcarbonyl) amino]-, (25)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



RN 160333-45-9 CAPLUS 

CN Butanediamide, Nl- [ (IS, 25) -3- [[ [3- (acetylamino) -4-fluorophenyl]sulfonyl] (2- 
methylpropyl) amino] -2- hydroxy- 1- (phenylmethyl) propyl] -2- ( (2- 
quinoli ny lea rbonyl) amino]-, (25)- (9CI) (CA INDEX NAME) 


Absolute stereoehegdstry. 
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(Continued) 

A2 1992082S 

A3 19930824 

A2 19930824 

W 19930824 

A2 19940302 

B2 19940302 

Al 19940823 

V 19940823 

A3 19950525 

Al 19990408 

Al 20010305 

Al 20020530 

A3 20020722 


Y r2 


R*N(CRI > t^^^j,vJ^Y^„^«>«R* 
r1 OH 

o 

Ph^o^g-'^Y^T 


^S02R« 


^S02Ph 


AB Title compds. [I and lit R - H, alkoxyca ebony 1, aralkoxycacbonyl, 
alkylcarbonyl, cycloalkylcarbonyl, heterocyclylcarbonyl. 
hetecoacyloxyalkyl, hydroxyalkyl. aryl. alkyl. alkenyl. alkynyl. 
substituted aainocarbonyl, etc.» R' - H, R3, R"S02j RR'N - heterocyclyl, 
heteroaryli Rl - H, CH2S02NH2. CH2C02Me. C02Me. C0NH2, CMe2SB, aikyl, 
haloalkyl. alkenyl, alkynyl. cycloalkyl. amino acid side chains, etc. i 
Rl', Rl" - H, Rli 1 of Rl'. Rl" together with Rl fona a cycloalkyl 
radical! B2 - (substituted) alkyl, aryl, cycloalkyl, cycloalkylalkyl, 
aralkyl» R3 - H, alkyl. haloalkyl, alkenyl, alkynyl, hydroxyalkyl. 
alkosyalkyl, cycloalkyl, heterocycloalkyl. heteroaryl, aryl, aralkyl, 
heteroaralkyl, (substituted) aainoalkyl, etc. t M <- R3, except Hi R6 - H, 
alkyli H - 0-2j t - 0. li Y - 0, S. iiaino] , were prepared Thus, title 
compound (III, solution phase preparation given) inhibited HIV protease 

with IC50 - 
16 nM. 

IT 15»005-e»-7» 159005-90-OP 15900S-91-lff 
19900S-92-2P 1S»00S-»5>5P 15900<>21o0» 

RL: BAC (Biological activity or effector, except adverse)} BSU (Biological 
study, unclassified)} SPN (Synthetic preparation)! BIOL (Biological 


L8 ANSWER 25 OF 26 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 
study)} PREP (Preparation) 

(prepn. of, as HIV protease inhibitor) 
RN 1S9005-B9-7 CAPLUS 

CN Butanediaoide. Nl- [ (IS, 2R) -2-hydroiKy-3- [ (3-iBethylbutyl) (methylsulf onyl) ami 
no] -1- (phenylmethyl) propyl] -2-[ (2-qiilnoIinylcacbonyl) anino] -, (2S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochenistry. 



RN 159005-90-0 CAPLUS 

CN 2-Thia-3,7,10-triazaundecan-ll-oic add, 9- (2-aBino-2-oxoethyl)-5-hydroxy- 
3- (3-nethylbutyl) -8-0x0-6- (phenylmethyl) phenylmethyl ester, 
2,2-dioxide, (5R,es,95}- (9CI) (CA INDEX NAME) 

Absolute stereocheiiistry. 



RN 159005-91-1 CAPLUS 

CN Butanediamide, Nl-( (IS, 2R) -2-hydroxy-3-[ (3-methylbutyl) (phenylsulfonyl) ami 
no] -1- (phenylmethyl) propyl] -2- [ (2-quinolinylcarbonyl) amino] -. (2S) - (9CI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 159005-92-2 CAPLUS 

CN Carbamic acid, [(lS)-3-anino-l-[[[(lS,2R)-2-hydroxy-3-[(3- 

methylbutyl) (phenylsulfonyl) amino] -1- (phenylmethyl) propyl] amino] carbonyl] - 
• 3-oxopropyl]-, phenylmethyl aster (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 159005>9S-S CAPLUS 

CN Butanediamide, Nl-[ (lS.2R)-2-hydroxy-3-[ (3-methylbutyl) (phenyl8ulfonyl>awi - 
no] -1- (phenylmethyl) propyl] -N4-methyl-2- [ (2-quinoUnylearbonyl) amino] -. 
(2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 159006-21-0 CAPLUS 

CN Carbamic add, [ (IS) -3-amlno-l-(t{ (IS, 2R)-2-hydroxy-l- (phenylmethyl) -3- 
[ (phenylsulf onyl) propylaalno) propyl] amino] carbonyl] -3-oxopropyll -, 
phenylmethyl ester (9CI) (CA INDEX NAME) 


L8 ANSVZn 25 07 26 CAPLUS OOPYRIGHT 2005 ACS on STN (Continued) 
Absolute stereochemistry. 



IT 159006-49-2^ 

RL: SPN (Synthetic preparation) » PREP (Preparation) 

(preparation of, as HIV protease inhibitor intermediate) 
RN 159006-49-2 CAPLUS 

CN Butanediamide, 2-araino-Nl-{2-hydroay-3-[(3-methylbutyl) (phenylsulfonyl)aBi 
no] -1- (phenylfflethyl) propyl) -M-nethyl-, nonohydrechloride, 
[1S-C1R*(RM> 25*11- (9CI) (CA INDEX HAME) 

Absolute stereochemistry. 



0 


• HCI 

IT 15900S-90-0P 1S9005-92-2P 1S900S-05-OP 
159006-06- IP 1S9006-22-1P 

RL: SPN (Synthetic preparation) i PREP (Preparation) 

(preparation of, as intermediate for HZV protease inhibitor) 
RN 159005-90-0 CAPLUS 

CN 2-Thla-3.7,10-triazaundecan-ll-oic add, 9-(2-aaino-2-oxoethyl)-5-hydroxy- 
3- O-nethylbutyl) -a-oso-6- (phenylaathyl) -, phenylmethyl ester, 
2, 2-dioiiide, (5R,6S,9S)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistEy. 
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RN 159005-92-2 CAPLUS 

CN carbamic acid, [ (l5)-^-amino-l-[{t(lS,2R)-2-hydro«y-3-l(3- 
fflethylbutyl) (phenylsulf onyl) amino] -1- (phcnylnethyl) propyl} amino] carbonyl] - 
3-osopropyl]-, phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 159006-05-0 CAPLUS 

CN Butanediamide, 2-amino-Nl-((lS,2R)-2-hyriroxy-3-[(3- 

methylbutyl) (aethylsulf onyl) amino] -l-(phenyl«thyl) propyl]-. (2S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 159006-06-1 CAPLUS 


L8 ANSVER 25 OF 26 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 
CN Butanediamide, 2-amlno-Nl-[ (IS. 2R)-2-hydrosy-3-[ (3- 

methylbutyl) (phenylsulf onyl) amino] -1- (phenylmethyl) propyl]-. (2S)- (9CI) 

(CA INDEX NAHE) 

Absolute stereochemistry. 



RN 159006-22-1 CAPLUS 

CN Carbamic acid. [ (IS) -l-( ( [ (IS, 2R) -2-hydroxy-3- I (3- 

methylbutyl) (phenylsulf onyl) amino] -1- (phenylmethyl) propyl] amino] carbonyl] - 
3-(methylamino)-3-oxopropyl]-. 1,1-dimethylethyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 


HO 0=S 
i I 
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ACCESSION NUMBER: 1994:579258 CAPLUS 

DOCUMENT NUMBER: 121:179258 

TITLE: N-(alkanaylamino-2-hydro)cypropyl) sulfonamides useful 

as HIV protease inhibitors 
INVENTOR(S): Vazquez, Michael L.) Kueller, Richard A.> Talley, John 

J.f Getroan, Oanielt Decrascenzo, Gary A. i Freslcos, 

John N. 

PATENT ASSIGNEE(S): G.D. Searle and Co., USA» Monsanto Co. 

SOURCE: PCT Int. Appl., 103 pp. 

COOEN: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 2 
PATENT INFORMATION: 


PATENT NO. 



KIND 

DATE 


APPLICATION NO. 


DATE 

VO 

9404491 



Al 


19940303 


VO 1993-US7815 


19930825 


tf: AT, 

AU, 

BB, 

BG, 

BR, 

BY, CA, 

CH 

CZ, DE, DK, ES, 

FI. 

GB, HU, JP, 


KP, 

KR, 

3CZ, 

LK, 

LU, 

MG, MN, 

MW 

NL, NO, NZ, PL, 

PT 

RO, RU, SO. 


SE, 

SK, 

UA, 

US, 

VN 







Rtf: AT, 

BE, 

CH, 

DE, 

DK 

ES, FR. 

GB 

GR, IE, IT, LU, 

MC 

NL, PT. SE. 


BF, 

BJ, 

CF, 

CG, 

CI 

CM, GA, 

GN 

ML, MR, NB, SN, 

TD 

TG 

EP 

656886 



Al 


19950614 


EP 1993-920213 


19930824 

EP 

656886 



Bl 


19970625 






R: AT, 

BE, 

CH, 

DE, 

DK 

ES, FR, 

GB 

GR, IE, IT, LI, 

LU 

NL, PT, SE 

JP 

08500824 



T2 


19960130 


JP 1993-506531 


19930824 

AT 

154800 



E 


19970715 


AT 1993-920213 


19930824 

ES 

2103488 



T3 


19970916 


ES 1993-920213 


19930824 

AU 

674702 



B2 


19970109 


AU 1993-50819 


19930825 

AU 

9350819 



Al 


19940315 





RU 

2130016 



CI 


19990510 


RU 1995-106823 


19930825 

NO 

9500670 



A 


19950222 


NO 1995-670 


19950222 

FI 

9500841 



A 


19950223 


FI 1995-841 


19950223 

PRIORITY APPLN. 

INFO.: 





US 1992-935490 


A2 19920825 









VO 1993-US7815 


tf 19930825 


OTHER 50URCB(S): MARPAT 121:179258 


GI 



He I 


AB The title con^xis. R33(R34)XlC(iYl) (CH2) tC(R31) (R32)C(R30) (Rl)C(:Y)N(R6)C(R 
2)HC(OH)HCH2N(R3)S(0)xR4 (Rl - H, CH2S02NH2, C02Me, CONHMe, C0NMe2, etc. I 
R2 - allcyl, aryl, cycloalJcyl, (un) substituted cycloaltcylalkyl and 
arylallcyli R3 - H, allcyl, haloalkyl, alkenyl, alicynyl, hydroxyalkyl, 
allcoxyalkyl. cycloallcyl, etc.i R4 - alkyl. haloalkyl alkenyl, alkynyl. 
hydroKyalkyl, alkoicyalkyl, cycloalkyl etc. i R6 - H, alkyli R30-R32 - Rli 
R1R30R31 - cycloalkylt RlR30n32C - cycloalkylt R33, R34 - H. R3f R33R34X1 


L8 ANSWER 26 OP 26 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 

- cycloalkyl, aryl, hetarocyclyl, etc. i XI - O, H, CR17i R17 - H, alkyli 
Y. Yl - O, 5, NRlSi R15 • H. R3i t - 0, li a - 0-2], usaful as HIV 
protease Inhibitors for the treataent of AIDS, are prepd. Thus, 
sulfonamide I vas prepd. and demonstrated IC50 against HIV protease of 1 
nmol. 

IT X574«6-05-4 157446-06-S 157446-07-6 
15744S-08-7 157446-09-B 157474-4«-7 

RL: RCT (Reactant) j RACT (Reactant or reagent) 
(HIV protease inhibitor) 
RN 157446-05-4 CAFLUS 

Of Bucanediamde, N4-[(lS,2R)-2-hydcosv-3-{E(4-Bethoxyphanyi)sulfonyl] (3- 
nethylbutyl)aaino)-l-(phenylaethyl)prapyl]-2,2,3-trimathyl-, (3R)- (9CI) 
(CA INDEX KANE) 

Absolute stereochemistry. 



RN 157446-06-5 CAPLUS 

CN Butanoic acid, 4- [ t2-hydroJcy-3-( [ (4-nethoKyphonyl) suifonyl] (3- 

methylbutyl) amino) -1- (phenylmethyl) propyl] amino) -2, 2, 3-trimethyl-4-o«o-» 
phenylraethyl ester, [IS- [IR* (S*) , 2S*] ] - (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



Me 0 


RN 157446-07-6 CAPLUS 

CN Butanediamide, N4- [ (IS. 2R) -3-[ ( (4-fluoropbeiiyl) suifonyl} (3- 

nethylbutyl) amino] -2->bydroxy-l- (phenylmethyl) propyl] -2, 2, 3-trimethyl-, 
(3R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


1.8 ANSWER 26 OF 26 CAPLUS COPYRIGHT 2005 ACS on 5TH (Continued) 



He O 


RN 157446-0B-7 CAPLUS 

CN Butanoic acid, 4-[(3-[C(4-fluorophenyl)sulfonyl] (3-fflethylbutyl)anino]-2- 
hydroxy-l- (phenylmethyl) propyl] ami no] -2,2,3-trimethyl-4-oxo-, phenylmethyl 
ester, (1S-[1R* (S*) ,25*)]- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



RN 157446-09-8 CAPLUS 

CN Butanoic acid, 4- [ [3-[ [ (4-fluorophenyl) suifonyl] (3>methylbutyl) amino] -2- 
hydroxy-1- (phenylmethyl) propyl) amino] -2, 2, 3-trlmethyl-4-oxo-« 
[1S-[1R* (S*).2S*]]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 157474-44-7 CAPLUS 

CN Butanoic acid, 4- [ [2-hydroKy-3-[ [ (4-methoxyphenyl) suifonyl] (3- 

methylbutyl) amino] -1- (phenylmethyl) propyl} amino} -2, 2, 3-triraethyl-4-oxo-, 
[15-[1R*(S*),2S*]]- (9CI) (CA INDSC NAHE) 

Absolute stereochemistry. 
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Me 


IT i5744B-M-0P 1S7445-97-1P 197448-98-2? 
1S7445-9»'3P 157446-00-9P 157446-01-OP 
lS744e-02-IP 157446-03-2P 157446-04-3P 

RL: BAC (Biological activity or effector, except adverse)} BSU (Biological 
study, unclassified); SFN (Synthetic preparation) ; THU (Therapeutic use) i 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(preparation of, as HIV protease inhibitor) 
RN 157445-96-0 CAPLUS 

CN Butanediamide, N4-t (1S,2R) -2-hydroHy-3-{ (3-methylbutyl) (phenylsulfonyl) ami 
no]«l-(phenylmethyl)ptopyl]-2,2,3-tcimethyl-, (3R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me Me 


RN 157445-97-1 CAPLUS 

CN Butanoic acid, 4- [ t2-hydroxy-3-( (3-methylbutyl) (phenylsulfonyl) amino] -1- 
(phenylmethyl) propyl] amino] -2, 2, 3-trimethyl-4-oxo-, phenylmethyl ester, 
[1S-[1R*(S*),2S*]]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 157445-98-2 CAPLUS 

CN Butanoic acid, 4-[f (IS, 2R)-2-hydro»y- 3- [ (3-methylbutyl) (phenylsulfonyl) ami 
no}-l-(phenylmetbyl)propyl]amino]-2,2,3-trlmethyl-4-o»o-, (3R)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 


Ph' 



Ma Me 


RN 157445-99«3 CAPLUS 

CN Butanoic acid, 4- [ (2-hydroRy-3-{ (2-mathylpropyl) (phenylsulfonyl) amino] -1- 
(phenylmethyl) propyl] amino] -2, 2, 3-trimethyl-4-oxo-, phenylmethyl ester, 
[1S-(1RMSM,2S*]}- (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me 


O Me Me 


RN 1S7446-00-9 CAPLUS 


L8 ANSVER 26 OF 26 CAPLUS COPYRIGHT 2005 ACS on STH (ContltiUtd) 

CN Butanoic acid, 4- ( [2-hydroxy-3>( (Z-nathylpropyl) (ph«nyl»ulfoiiyl)«minpl -l- 

(phenylDothyl) propyl} ani no] -2, 2, 3-t ciia«thyl-4-o«o-, (IS- [IR* (S» ) , 2S») ) - 

(9CI) (CA INDKX NAME) 

Absolute stereoclwmistry. 



R» 157446-01-0 CAPLUS 

CN Propaoediaaide, N-(2-hydrOKy-3- I (2-iBothylpropyl) (phenylsulfonyljaaino] -1- 
{phenylmethyl) propyl] -2-iBethyl-, tlS-[lR* (S*) ,25*)]- (9CI) (CA INDEX 
NAME) 

Absolute 9t«reoch«mistry. 



O 


RN 157446-02-1 CAPLUS 

CN Butanoic acid, 4-{ [2-hydroxy-3-[{ (4>methoxyphenyl) sulfonyl] (2-> 

methylpropyl) amino] -1- (phanylmsthyl) pcopylj aaino] -2, 2, 3'trlmthyl-4-oxo-, 
ph«nylra«thyl ester, (15-[1R*(S*)»2S*1}- (9CI) (CA INDKX NAME) 

Absolute stereochemistry. 



LS ANSVER 26 OF 26 CAPLUS COPYRIGHT 200S ACS on STN (ConUoued) 
CN Butanoic acid, 4-[ (2-hydroxy-3- [ ( (4-a«thoxyphenyl)9ulfonylJ (2- 

nethylpropyl) amino] -1* (phenylaachyl) propyl] amino] -2,2, 3-tri8Mthyl-4-oso>, 

[IS-[1RMSM»2S*)1- (9CI) (CA INDEX NAME) 

Absolute stereocbeoistcy. 



OH Ph 


RN 157446-04-3 CAPLUS 

CN Butanedi amide, N4-I (lS,2R)-2-hydroxy-3-([ (4-BethaKyphenyl)»ulfonyll (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl] -2, 2, 3-trimethyl-, (3R) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



OH Ph 


RN 1S7446-03-2 CAPLUS 


=> fil reg 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 


SINCE FILE 
ENTRY 
17.07 

SINCE FILE 
ENTRY 
-2.19 


TOTAL 
SESSION 
405.34 

TOTAL 
SESSION 
-19.71 


FILE 'REGISTRY' ENTERED AT 14:15:30 ON 12 AUG 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 


STRUCTURE FILE UPDATES: 
DICTIONARY FILE UPDATES: 


11 AUG 2005 HIGHEST RN 859751-76-1 
11 AUG 2005 HIGHEST RN 859751-76-1 


New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH JANUARY 18, 2005 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

* ★ 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* ★ 


Structure search iteration limits have been increased. See HELP SLIMITS 
for details. 

Experimental and calculated property data are now available. For more 
information enter HELP PROP at an arrow proit^t in the file or refer 

to the file summary sheet on the web at: 

http : //www. cas . org/ONLINE/DBSS/registryss . html 

=> 


Uploading C:\Program Files\Stnexp\Queries\10784916\10784916h. str 



10 


chain nodes 


123456789 10 
chain bonds : 

1-2 1-3 3-4 4-5 4-10 5-6 6-7 7-8 7-9 
exact/norm bonds : 

1-2 1-3 4-10 5-6 6-7 7-8 7-9 
exact bonds : 
3-4 4-5 


Match level : 

1:CI*ASS 2:CLASS 3:CLASS 4:CLASS 5:CLASS 6:CLASS 7:CLASS 8:CLASS 9:CIiASS 
10: CLASS 


L9 STRUCTURE UPLOADED 

=> d 

L9 HAS NO ANSWERS 
L9 STR 

0 



Structure attributes must be viewed using STN Express query preparation. 


=> s L9 

SAMPLE SEARCH INITIATED 14:15:52 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 289 TO ITERATE 

100.0% PROCESSED 289 ITERATIONS 50 ANSWERS 

INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SE?^CH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH **COMPLETE** 
PROJECTED ITERATIONS: 4761 TO 6799 

PROJECTED ANSWERS: 1265 TO 2415 

LIO 50 SEA SSS SAM L9 

=> s L9 full 

FULL SEARCH INITIATED 14:15:58 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 6153 TO ITERATE 


100.0% PROCESSED 6153 ITERATIONS 


1960 ANSWERS 


SEARCH TIME: 00.00.01 


Lll 


1960 SEA SSS FUL L9 


=> fil caplus 

COST IN U.S. DOLLARS 


SINCE FILE 
ENTRY 
161.33 


TOTAL 
SESSION 
566.67 


FULL ESTIMATED COST 


CA SUBSCRIBER PRICE 


DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 


SINCE FILE 
ENTRY 
0.00 


TOTAL 
SESSION 
-19.71 


FILE 'CAPLUS' ENTERED AT 14:16:02 ON 12 AUG 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT* 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 


Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical T^stracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 12 Aug 2005 VOL 143 ISS 8 
FILE LAST UPDATED: 11 Aug 2005 (20050811/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Niombers for easy and accurate 
substance identification. 


=> s Lll 
L12 


126 Lll 


=> d 100-126 ibib abs hitstr 


LIZ ANSWER 100 OF 126 
ACCESSION NUHBERx 
OOCUKENT NUMBER: 
TITLE: 

INVENTOR (S) : 


PATENT ASSIGNEE (S)c 
SOURCE: 

DOCUHEKT TY?E: 
UWGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 


CAPUIS OOPYRIGHT 2005 ACS pn STN 
1996:66702s CAFLU5 
12S: 328302 

Preparation of N-( ( (sulfonylalkanoyl) aminoj hydroayalky 

l]9ulfonaaldQ3 aa retroviral protease inhibitors 

Getman, Daniel P.i Decrescenzo, Gary A.; Freskos, John 

N.) Vazquez, Michael L.) Sikorski. James A. i Devadas, 

Balekudru; Nagarajan, Srinivasani MeOonald, Joseph J. 

G.D. Searle and Co., USA 

PCT Int. Appl.. 171 pp. 

CODEN: PIXX02 

Patent 

EngUsh 


PATENT NO. 


KIND DATE 


WD 

9628418 



Al 


19960919 


V: AL, 

AM, 

AT, 

AU, 

AZ, 

. BB, BG, 


ES, 

Fl, 

GB, 

GE, 

HU. 

IS, JP, 


LU. 

LV, 

MD. 

MG, 

MX. 

. KN, MV, 


SG, 

SI 






RV: KE, 

LS, 

MV, 

SO, 

SZ, 

, UG, AT, 


IE, 

IT, 

LU, 

MC, 

NL. 

, PT, SE, 

US 

5705S0Q 



A 


19980106 

AU 

96669S1 



Al 


19961002 

AU 

711098 



B2 


19991007 

EP 

813519 



Al 


19971229 

EP 

813519 



81 


20010509 


R: AT, 

BE, 

CH. 

DE. 

OK, 

, ES, FR, 


SI, 

LT, 

LV, 

FI 



BR 

9607450 



A 


19980630 

JP 

11503414 



T2 


19990326 

AT 

201014 



B 


20010515 

SX 

282893 



B6 


20030109 

PL 

186059 



Bl 


20030930 

EE 

4340 



Bl 


20040816 

NO 

9704146 



A 


19971107 

NO 

310353 



Bl 


20010625 

US 

5985870 



A 


19991116 

US 

6380188 



Bl 


20020430 

OR 

3036254 



T3 


20011031 

US 

2003191166 


Al 


20031009 

US 

6667307 



B2 


20031223 

US 

2004147758 


Al 


20040729 


APPLICATION NO. 


VO 1996-US2682 


NO, NZ, PL, PT, 


US 1995-478625 
AU 1996-66951 


EP 1996-911229 


DATE 

19960307 
CZ, DB, OX, EE, 

LX, LR, LS, LT, 
RO, RU. SD, SE, 

FI, FR, GB, GR, 
Of, GA 

19950607 
19960307 

19960307 


IT, LI, LU, NL, SB, PT, IB, 


PRIORITY APPLN. INFO.: 


OTHER SOURCE(S): 


HARPAT 125:328302 


BR 1996-7450 
JP 1996-527646 
AT 1996-911229 
SK 1997-1223 
PL 1996-322169 
EE 1997-199 
NO 1997-4146 

US 1997-913069 
US 2000-672449 
GR 2001-401103 
US 2002-82123 

US 2003-677729 
US 1995-401838 
US 1995-478625 
tfO 1996-US2682 
US 1997-913069 
US 1999-411374 
US 2000-672449 
US 2002-82123 


19960307 
19960307 
19960307 
19960307 
19960307 
19960307 
19970909 

19971219 
20000929 
20010724 
20020226 

20031003 
A2 19950310 
A2 19950607 
W 19960307 
Al 19971219 
Al 19991004 
Al 20000929 
Al 20020226 
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Ph 


He HO 


AB R5S0iii(CB2)nCHR100NHCHR2CH(OH)CH2NR3SO2R4 (I; Rl - H. (hydroxy) alkyl, 

CH2C0NH2, etc. I R2 - (ar)alkyl, alkylthioalkyl, etc.; R3 - (cyclo)alkyl, 
cycloalkyloethyl; R4 - heterocyclyl, heteroaryl, etc.j R5 - (ac)alkyl, 
alkenyl, alkynyli iB,n - 0-2J *fere prepared Thus, (2S,3S)-N- 
benzylojiycarbonyl-3-anlno-l,2-eposy-4-phenylbutane (preparation given) was 
condensed vith He2CHCB2NH2 and the product amidated lay 3,4-(Ke0}C6EaS02Cl 
to give, after deproteetion and (S)-HeS02CH2CSMeC02H anidatlon, title 
compound II. Data for activity of selected I in an in vitro HIV inhibition 
assay vere given. 

IT 157566-76-2P 1S7566-B1-9P 157566-e2-0» 
157566-63-17 157566-S5-37 157566-86-4P 
174303-66-3P Ift3004-72-0P 183004-T3-1P 
1S3004-74-2P X83004-75-3P 183004-76-4P 
1S3004-77-SP 183004-7B-«P 183182-29-09 

RL: BAC (Biological activity or effector, except adverse) t BSU (Biological 
study, unclassified) I SPN (Synthetic preparation) > THU (Therapeutic use)! 
BIOL (Biological study); PREP (Preparation) » USES (Uses) 

(preparation of N- [[ (sulfonylalkanoyl) amino] hydroxya Iky 1] sulfonamides as 
retroviral protease inhibitors) 
RN 157566-76-2 CAPLUS 

CN Propanaodde, N-[(1S, 2R) -2-hydroxy-3- [ ( (4-nethoxyphenyl) sulfonyl] (3- 

methylbutyl) amino] -1- (phenylmethyl) propyl) -2-netbyl-3- (methylsulfonyl) 
(2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 157566-B1-9 CAPLUS 

CN Propanamide, N-[ (1S,2R) -2-hydroxy-3-I( (4-methoxyphenyl) sulfonyl] (2- 

raethylpropyl) amino] -1- (phenylmethyl) propyl) -2-nethyl-3- (methylsulfonyl) - 
(2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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ha Ph 


RN 157566-82-0 CAPLUS 

CN Propanamide, N-[ (lS,2R)-3-[butyl[ ( 4 -methoicyphenyl) sulfonyl) amino) -2- 

hydroxy-1- (phenylmethyl) prcfiyl) -2-methyl-3- (methylsulfonyl) <2S) - (9CZ) 
(CA INDEX NAME) 

Absolute stereochemistry. 



OH Ph 


RN 157566-83-1 CAPLUS 

CN Propanaraide, N-[ (1S,2R) -2-hydroxy-3-([ (4 -me thoxyphenyl) sulfonyl) propylamin 
o]-l- (phenylmethyl) propyl] -2-methyl-3- (methylsulfonyl)-, (25)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 


0 



RN 157566-85-3 CAPLUS 

CN Propanaiaide, N-[ (IS, 2R) -3- ([ (4-aminophenyl) sulfonyl) (3-methylbutyl) amino) - 
2-hydroxy-l- (phenylmethyl) propyl) -2-methyl-3- (methylsulfonyl) (2S) - 
(9CI) (CA INDEX NAME) 



RN 157566-86-4 CAPLUS 

CN Propananide, N-[ (1S,2R) -3- [[ (3, 4-dimethoxyphenyl) sulfonyl] (2- 

methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) prqpyl] -2-methyl-3- 
(methylsulfonyl)-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OHe 6h Ph 


RN 174303-66-3 CAPLUS 

CN Propanamide, N-[ (1S,2R) -3-{ (1, 3-benzodioMol-5-ylsulfonyl) (2- 

methylpropyl) asdno) -2-hydroxy-l- (phenylmethyl) propyl) •>2-methyl-3- 
(methylsuXf onyl) (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 183004-72-0 CAPLUS 

CN Propanamide, N-( (IS, 2R) -3-( [{2, 3-dihydro-l, 4-ben2odiOKin-6-yl)sulfonyl) (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl) -2-methyl-3- 
(methylsulfonyl)-, (2S)- (9CI) (CA INDEX NAME) 


Absolute stereochemistry. 


Absolute stereochemistry. 
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(Continued) 



RN IB 3004 -73-1 CAPLUS 

CN Propanaoide, N- [ (IS, ZR) -3- [ (6-b«nzothiazolylsulfonyl) (2- 

Dethylpropyi] aaino] >2-hydroxy-l- (phenylmethyl) propyl] -2-nethyl-3^ 
(nethylaulfonyl)-, (2S>- (9CIJ (CA INDEX NAHE) 

Absolute stareocheiaistry. 



RN 193004>74>2 CAPLUS 

CH Propanamide, N- ( (IS, 2R) -3-( (1, 3-bensodio«ol-5-yl3ulfonyl) (2- 

methylpropyl) amino] -2-hydro«y-l- (phenylmethyl) propyl] -2-methyl-3- ( (R) 
methylaulfinyl]-, (2S)- (9CI) (CA INDEX HAKE) 

Absolute stereochemistry. 



Ph OH 


RN 183004-75-3 CAPLUS 

CN Propanamide, N-[ (lS,2R)-3-tt (2,3-dihydco-5-banzofuranyl)9ulfonyll (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] •2->metbyl-3- 
(methylsulfonyl)-, (2S)- (901) (CA INDEX NAHE) 

Absolute stereochemistry. 



Ph OH 


RN 183004-76-4 CAPLUS 

CN Carbamic acid, [5-[ [ ( (2R, 3S) -2-hydroxy-3-a (2S) -2-methyl-3- 
(oethylsulf onyl) -l-oaopropyl] aaino] -4-phcnylbutyll (2- 
methylpropyl) amino] sulfonyl]-lH-benzimidazoi-2-yl]-, methyl ester (9CI 
(CA INDEX NAKE) 

Absolute stereochemistry. 



Ph OH 


RN 183004-77-S CAPLUS 

CN Propanamide, N- [ (IS, 2R) -3- I [ (2-araino-6-benzothiazolyl) sulf onyl] (2- 
nethylpropyl) amino] -2-hydro»y-l- (phenylmethyl) propyl) -2-metlqrl-3- 
(me thy Isulf onyl)-, (2S)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



Ph OH 


RN 183004-78-6 CAPLUS 

CN Propanamide, N-[ (IS, 2R) -3- [ (5>benzothlazolylsulfonyl) (2- 

methylpropyl) amino] -Z-hydrcwy-l- (phenylmethyl) propyl] -2-methyl-3- 
(methylsulfonyl)-, (2S)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 
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Ph OH 


RN 183182-29-8 CAPLUS 

CN Propanamide. N- [ (IS, 2R) -3- [ (1, 3-benzodloxol-5-ylsulfonyl) (2- 

methylpcopyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2-methyl-3-( (S)- 
methylsulfinyl] (2S)- (9CI) (CA INDEX NAKE) 

Absolute stereochemistry. 



Ph OH 


IT 183004-99-lP 1B3005-00-7P 163005-01-89 

RL: RCT (Reactant) ; SPN (Synthetic preparation) i PREP (Preparation)! RACT 
(Reactant or reagent) 

(preparation of N-{( (sulf onylalkanoyl) amino] hydroxyalkyl] sulfonamides as 
retroviral protease inhibitors) 
RN 183004-99-1 CAPLUS 

CN Ethanethioic acid, S-[{2S)-3-[( (lS,2R)-3-[(l,3-benzodioxol-S-ylsulfonyl) (2- 
nethylpropyl) amino] -2-hydrojiy-l- (phenylmethyl) propyl] amino] -2-methyl-3- 
oxopropyl] ester (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



Ph OH 
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Ph OH 


RN 183005-01-9 CAPLUS 

CN Propanamide, N-t (IS, 2R)-3-[ (l,3-benzodioxol-5-yl5ulfonyl) (2- 

methylpropyl) amino] -2-bydroKy-l- (phenylmethyl) propyl] -2-methyl-3- 
(methylthlo)-. (2S)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



Ph OH 


RN 183005-00-7 CAPLUS 

CN Propanamide, N- [ (IS, 2R) -3-( (1, 3-benzodl'osol-5-yl8ulfonyl) (2- 

nethylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -3-meccapto-2-nethyl- 
. (2S)- (9CI) (CA INDEX NAHE) 


Absolute stereochemistry. 
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DOCUKENT NUMBER: 125:2386S1 

TITLE: Use of quinoxalines and protease inhibitors in a 

coaposition for the treatment of AIDS and/or HIV 
infections 

INVErtTOR(S) : Paessens, Arnold; filunck. Martini Riess, Guentheri 

Rlttin. Joerg-Peteri Roesn«r« Manfred 

PATENT ASSIGNEE (S) : Bayer A. -G., Germany 

SOURCE: Eur. Pat. Appl., 24 pp. 

COOEH: EPXXDtf 

DOCUMENT TYPE: Patent 

LANGUAGE: German 

FAMILY ACC. NUM. COUNT: I 

PATENT INFORMATION: 


PATENT NO. 

KIND 
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DATE 
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AU 
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study, unclassified)! THU (Therapeutic use)* BIOL (Biological study)* USES 
(Uses) 

(use of quinoxalines and protease inhibitors for treatoent of AIDS and 
HIV infections) 
RN 181703-69-5 CAPLUS 

CN Butanediamide, Nl-( (1S,2R) -2-hydroicy-3-I (2-methylpropyl) (nethylsulf onyl) an 
ino]-l-(phenylBethyl) propyl] '2- ((2-quinolinylcarbonyl) amino]-, (2S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochenistry. 




AB Combinations of a quinosaline derivative [I* Rl ■ halo. OH, N02. 

(substituted) 

amino, N3, CF3, CF30, Cl-8 alkyl, CN, (substituted) Ph, N-heterocyclyl, 
etc. I R2, R5 - H, OH, Cl-6 alkOKy, aryloxy, Cl-6 acyloxy, CN, 
(substituted) amino, (substituted) Cl-8 alkyl, (substituted) C2-8 alkenyl, 
(substituted) C3-8 alkynyl, (substituted) C3-8 cycloalk(en)yl, etc.* R3. 
R4 - H, (substituted) Cl-8 alkyi, (substituted) C2-8 alkenyl, 
(substituted) C3-8 cycloalk(en)yl, (substituted) a ryl, etc.» or R3R4 or 
R3R5 complete a (substituted) ring; X » 0, S, Se, NR2; n - 0-4] and a 
peptidomimetic protease inhibitor are useful for treatment of HIV 
infections and AIDS. Thus, I [Rl - 6-HeO, R2 - R3 - H, R4 - (S)-MeSCH2, 
R5 - i-Pr02C, X - SJ (0.7-6 nM) and saquinavir (6-50 nM) synergistically 
intiibited syncytium formation in HIV-infected human lymphocytes in vitro. 
IT X8X70a-«»-5 

RL: BAC (Biological activity or effector, except adverse)* BSU (Biological 


L12 ANSWER 102 OF 126 
ACCESSION NUKBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S): 

PATENT ASSIGNEE (S): 
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DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 


CAPLUS COPYRIGHT 2005 ACS on STN 
1996:572053 CAPLUS 
125:222459 

Preparation of bis (sulfonamide hydroxyethylamino 

peptide analogs as retroviral protease inhibitors. 

Freskos, John N.i Getman, Daniel P.* Talley. John J.* 

Sikorski. James A. 

G.D. Searle and Co., USA 

PCT Int. Appl., 160 pp. 

CODEN: PIXXD2 

Patent 

English 
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PATENT NO. 



KIND 

DATE 


APPLICATION HO. 
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9622287 
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WO 1996-US607 
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ES, FR, 

GB 
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19960118 
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20001107 


US 1998-875025 


19990226 

US 

6384036 



Bl 


20020507 


US 2000-635896 


20000811 

US 

2003013751 


Al 


20030116 


US 2002-76607 


20020219 

US 
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Al 
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20030417 

PRIORITY APPLN. 

INFO 






US 1995-376337 


A 19950120 









WO 1996-US607 


tf 19960118 









US 1998-875025 


Al 19980226 









US 2000-635896 


Al 20000811 









US 2002-76607 


Al 20020219 


OTHER SOURCE(S): 
GI 


MARPAT 125:222459 


k^NS 


OH L^Me 


R10RllNSOvf(CR7R8)tCHRlC(:Y)NR6CHR2CH(OH)CH2NR3SOxR4 (Rl - H, CH2S02NH2, 
CH2S02He, C02Me C0NH2, alkyl, haloalkyl, heterocycloalkyl, amino acid side 
chain (derivative), etc.; R2 - halo, N02, cyano, CF3, (substituted) alkyl. 
cycloalkyl, cycloalkylalkyl, aryl, heteroaryl, etc.* R3 - alkyl, alkenyl, 
alkynyl, haloalkyl, hydroxyalkyl, alkoicyalkyl, alkylthioalkyl. 
alkylsulfinylalkyl, alkylthioalkyl, arylthioalkyl, heteroaryl, etc.* R4 - 
alkyl, alkenyl, alkynyl. haloalkyl, hydroxyaDeyl, alkoxyalkyl, aryl. 
aralkyl. thioalkyl, heteroaryl, heterocycloalkyl, etc.* R6, R8 - H. alkyl* 


AN 
CN 
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R7 - C02H, amidino, Rl* R1R7 - atoms to form a cycloalkyl or heterocyclyl 
ring; RIO, Rll - H, alkyl, hydroxyalkyl, alkoxyalkyl, cycloalkyl, 
heterocycloalkyl, aryl, aralkyl, heteroaryl, thioalkyl, alkylthioalkyl. 
etc.; RlORllN - heterocyclo, aralkylheterocyclo, heteroaryl, etc.* x, w • 
0-2; t - 0-6; Y - 0, S, NH] , were prepd. Thus, 3- (4-morpholino3ulfonyl) - 
2 (R) -methylpropionic acid (prepn. given) in DMF was treated with 
hydroxybenzotriazole. EDC, and 3(S) -amino-1- [N-(2-nethylpropyl) -N- (4- 
methoxyphenylsulfonyl)amino]-4-phenyl-2(R)-butanol (prepn. given) to give 
title compd. (I). I inhibited HIV protease vith IC50 - 10 nM. 
1B1123-47-7P 181123>4S-er 181123-49-»r 
1B1123-S0-2P 181123-51-3P 181123-S2-4P . 
181123-S5-7P 181123-57-9P 181123-S9-1P 
ieil23-61-SP 181123-65-9P 181123-6e-2P 
181123-71-7? 181123-74-OP 181123-77-3P 

181123- 80-SP 181123-83-lP 181124-SSH)P 

181124- S6-1P ieil24-57-2p 181X24-S8-3P 
1B1124-S9-4P Xail24-60-7P 181124-61-8P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use)* 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of bis (sulfonamide hydroxyethylamino peptide analogs as 

retroviral protease inhibitors) 
181123-47-7 CAPLUS 

Propanamide. N- [2-hydro]iy-3- [ (2-m«thylpcopyl) (phenylsulf onyl) amino] -1- 
(phenylmethyl) propyl] -2-methyl-3- (4-morphollnylsulf onyl) 
[15-(1R*(R*).2S*}]- (9CI) (CA INDEX NAME) 


Absolute stereochemistry. 



RN 181123-48-8 CAPLUS 

CN Propanamide. N-C2-hydroxy-3-[(2-Bethylpropyl) (phenylsulfonyl) amino] -1- 
(phenylraethyl) propyl] -2-Bethyl-3- 1 (4-methyl-l-plpara2inyl) sulfonyl] -, 
[1S-[1RMR*).2S*]]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



181123-49-9 CAPLUS 

Propanamide, 3- (amlnosulfonyl)-N-[ (1S.2R) -2-hydroxy-3-[ (2- 
methylpropyl) (phenylsulf onyl) amino] -1- (phenylmethyl) propyl] -2-methyl-, 
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(2S)> (9CX) (» INDEX NAME) 

Absolute stcrcochtaistry. 


i H« 0 o 

i j \// 


RN 1B1123-S0-2 CAPLUS 

CN Propanaalde, 3- [ (dinethylamino) sulfonyl] -N-( (15, 2R) -2-hydcoKy-3- [ (2- 
mthylpr^l) (phttnylsulfonyl) amino] -I- (phtnyloathyl) propyl) -Z-methyl-, 
(2S)- (SCI) (CA INDEX NAME) 

Absoluts stsrsochsadstcy. 


^S=0 OH 


Ph 

Me 0. 0 


BN 1S1123-51-3 CAPLUS 

CN Propanamide, N" [2-hydroxy-3- ( (2-methylpropyl) (phenylsulfonyl) amino] - 
(phenylmethyl) propyl] -2-methyl-3- (1-pipecldinylsulf onyl) 
[1S-[1R* (R*),2S*]]- (9CI) (CA INDEX NAME) 

Absoluts stsrsoctiemistcy. 



1B1123-52-4 CAPLUS 

Propanamide, 3- [ [ (diphenylmstliyl) (phsnylmattiyl) amino] sulfonyl] -N-[ (1S,2R) - 
2-hydroxy-3-[ (2-niethylpropyl) (phenylsulfonyl) amino] '1- 
(phenylmethyl) propyl] -2-mathyl-, (25)- (9CI) (CA INDEX NAME) 


L12 ANStfER 102 OF 126 CAPLUS CDPYRIGHT 2005 ACS on ! 
Absolute stereochemistry. 


'I 


CBPh2 


BM 181123-55*7 CAPLUS 

CN Propananide, N-t (IS, 2R)-2-hydroxy-3- ( (2-oethylpropyl) (phenylsulfonyl) amino 
] -1- (phenylaethyl) propyl] -2-methyl-3- { ( (phenylmethyl) amino] sulfonyl] 
(25)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


i-Bu' 


RN 181123-57-9 CAPLUS 

CN Propanamidtt, N-C (lS,2R)-3-[ (1, 3-ben2odioxol-5-ylsulfonyl) (2- 

methylpropyl) amino] •'2-hydroicy-l- (phenylmethyl) propyl] -2-methyl-3- 
([ methyl (phenylmethyl) amino] sulfonyl)-, (2S)-(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



181123-59-1 CAPLUS 

Propanamide, N-[ (IS. 2R) -3-{ (l,3-benzodioxol*5-ylsulfonyl) (2- 
methylpropyl) amino] -2-hydro»y-l- (phenylmethyl) propyl] -2-methyl-3- 
[ (methylphenylamlno) sulfonyl) (25)- (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 



Ph OH 


RN 181123-61-5 CAPLUS 

CN Propanamide, N-[3-[ (l,3-benzodioaol-S-yl8ulfonyl) (2-methylpropyl) amino] -2- 
hydroKy-1- (phenylmethyl) prqayl] -2-methyl-3-t (4-methyl-l- 
piperazinyl) sulfonyl]-, [15-[1R* (R*) ,2S*) ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 181123-65-9 CAPLUS 

CN Propanamide, N-[(lS,2R)-3-[(l,3-benzodiosol-S-yl8ulfonyl) (2- 

methylpropyl) amino] -2-hydrosy-l- (phenylmethyl) propyl) -2-methyl-3-[ [4- 
(phenylmethyD-l-piperazlnyl) sulfonyl]-, (25)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



FN 161123-68-2 CAPLUS 

CN Propanamide, N- ( (IS, 2R) -3- [ (1, 3-benzodioitol-5-yl8ulfonyl) (2- 

methylpropyl) amino] -2-hydrosy-l- (phenylmethyl) propyl) -2-methyl-3- ( [4- (3- 
pyridinylmethyl)-l-plperazinyl] sulfonyl)-, (25)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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PAGE 1-A 

0 O Me OH i-Bu 


PAGE 1-B 


RN 181123-71-7 CAPLUS 

CN Propanamide, N-{ (IS, 2R) -3- [ {1, 3-benzodioxol-5-ylsulfonyl) (2- 

methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2-methyl-3-t (4- (2- 
pyridinylmethyD-l-piperazinyl) sulfonyl]-, (25)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


PAGE 1-A 



PAGE 1-B 


RN 1B1123-74-0 CAPLUS 

CN Propanamide, N-[ (1S,2R) -3-[ (l,3-benzodioxol-5-ylsulfonyl) (2- 
methylpropyl) amino] -2-hydroay-l- (phenylmethyl) propyl] -3- 
[ (dimethylamino) sulfonyl) -2-methyl-, (2S)- (9CI) (CA INDEX NAME) 


Absolute stereochemistry. 
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m 181123-77-3 CAPLUS 

CN Propanaaidtt, N-(3- [ (1 . 3-benzodiosol-5-ylsulfonyl) (2-mtliylpropyl) aaino]-2- 
hydcoxy-1- (phenylroethyl) propyl! -2-nethyl-3-(4-iBOrphPllryl9ulfonyl)-, 
[1S-[1R*(R*).2S*)]- (9CI) (CA INDEX HAME) 

Absolute stereochemistry. 


o 


o o 



! 

i-Bu k^j^ 


RN ieil23-80-8 CAPLUS 

CN Propananide, N-[3-( (l,3-benzodioxol-5-ylsulfonyl) (2-nethylpropyl)aBlno]-2- 
hydrosy-1- (phenylaethyl) propyl] -2-methyl'3- (l-pyrcolldinylsulfonyl) 
(1S-[1RMR*)*2SM)- (9CZ1 (CA INDEX NAME) 

Absolute stereochemistry. 



\\// 

i-Bu k^jj^^li 0 


RN 1S1123-83-1 CAPLUS 

CN Pcopanamids, N-[3-[ (l,3-benzodloxol"5-yl9ul£onyl) (2-nethylpropyl) a■llno]'-^- 
hydrolcy-l- (phenylnothyl) propyl] -2-methyl-3- (l-piperidlnylsulfonyl) 
(1S-[1RMR*) ,2S*]]- (9CI) <CA INDEX NAME) 

Absolute stereocheniistry. 

0 O He OH t-Bu '^S^^,'^' <> 
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181124-SS-O CAPLUS 

Propanuide, N-[ (lS,2R)-2-hydro«y-3-[ [ (4-iietho«yphsnyl)sulfonyll (2- 
raethylpropyl) amino) -1- (phenylmethyl) propyl] -2-nethyl-3- (4-- 
morphoUnylsulfonyl)-, (25)- (9CI} (CA INDEX NAME) 


Absolute stereochemistry. 



RN 181124-S6-1 CAPLUS 

CN Propanamide, N-C(lS,2R)-2-hydroxy-3-(( (4-BethOKyphenyl)sulfonyl] (2- 
nethylpropyl) amino] -1- (phenylmethyl) propyl] -2-methyl-3- ( (4-methyl-l- 
plperazinyDsulfonyl]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 181124-57>2 CAPLUS 

CN Fropanamide, 3- (aminosulf onyl) -N- ( (IS, 2R) -2<'hydroiiy-3- [ ( (4- 

methoxyphenyl) sulfonyl] (2-methylpropyl) amino] -1- (phenylmethyl) propyl] -2- 
methyl-, (25)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 181124-5B-3 CAPLUS 

CN Propanamide, 3- [ (dimethylamino) sulfonyl] -N- t (IS, 2R) -2-hydroxy-3- [ [ (4- 

methoityphenyl) sulfonyl] (2-methylpropyl) amino] -1- (phenylmethyl) propyl] -2- 
methyl-, (25)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 181124-59-4 CAPLUS 

CN Propanamide, N-[ (IS, 2B) -2-hydroxy-3-I [ (4-methoifyphenyl) sulfonyl) (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl] -2-methyl-3- (l- 
piperidinyl^ulf onyl) (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



BN 181124-60<7 CAPLUS 

CN Fropanamide, 3- [ [ (diphenylmethyl) (phenylmethyl) amino) sulfonyl] -N- [ (IS, 2R) - 
2-hydroxy3' [ [ (4-methoxyphenyl) sulfonyl] (2-methylpropyl) amino] -1- 
(phenylraethyl) propyl] -2-methyl-, (2S)-(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



1B1124-61-9 CAPLUS 

Fropanamide, N-( (IS, 2R) -2-hydroKy-3- ( I (4-methoxyphenyl) sulfonyl) (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl] -2-Bethyl-3- 

{[ (phenylmethyl) amino] sulfonyl]-, (2S)- (9CZ) (CA INDEX NAME) 
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N^P 


IT 191123-63-7P teil24-«9-3P 

RL: RCT (Reactant)f SPN (Synthetic preparation) » PREP (Preparation)! RACT 
(Reactant or reagent) 

(preparation of bis (sulfonamido hydroxyethylamino peptide analogs as 
retroviral protease inhibitors) 
RN 181123-63-7 CAPLUS 

CN Propanaalde, N-[3-[ (l,3-benzodioxol-5-ylsulfonyl) (2-methylpropyl) amino] -2- 
hydroxy-1- (phenylmethyl) propyl} -2-methyl-3- (1-piperazinylsulf onyl) -, 
[1S-(1R*(R*),2S*)]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



\\// 

i-Bu ^^^5^^^^ ° 


RN 181124-49-2 CAPLUS 

CN 1-Piperazinecarbojcylic acid, <- [ [ (2S) -3-{ [ (IS, 2R) -3- [ (1, 3-bonzodioxol-5- 

ylsulf onyl) (2-methylpropyl) amino] -2-hydroify-l- (phenylmethyl) propyl] amino] - 
2-methyl-3-oicopropyl] sulfonyl]-, 1, 1-dimethylethyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 
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1996:3B0218 CAFLUS 
12S:1422B9 

Sulfonylalkanoylaaino hydroxys thy laoi no sulfonamides 
useful as retroviral protease inhibitors 
Vazquez, Michael L.i Mueller, Richard A. » Talley, John 
J. I Getnan, Daniel; Oecrescenzo, Gary A. ; Freskos, 

John H, 

G. D. Searle and Co., USA 

U.S., 25 pp., Cont.-in-part of U.S. Ser. No, 935,071, 


COOEN: USXXAN 

Patent 

EngUsh 

2 


PATENT INFORMATION: 







PATENT NO. 

KIND 

DATE 

APPLICATION NO. 


OATS 

US S521219 

A 

19960528 

US 1993-110913 


19930824 

AT 161829 

E 

19980115 

AT 

1993-920214 


19930824 

ES 2112430 

T3 

19980401 

ES 

1993-920214 


19930824 

FI 9500651 

A 

19950214 

FI 

1995-651 


19950214 

US 5508294 

A 

19960416 

US 

1995-455051 


19950531 

US 5510388 

A 

19960423 

US 

1995-455947 


19950531 

US 5639769 

A 

19970617 

US 

1996-587688 


19960117 

US 5760064 

A 

19980602 

US 

1997-867430 


19970606 

US 5965588 

A 

19991012 

US 

1998>48034 


19980326 

US 6147117 . 

A 

20001114 

US 

1999-35221S 


19990713 

US 6743929 

Bl 

20040601 

US 

2000-655844 


20000906 

US 2004267022 

Al 

20041230 

US 

2004-750213 


20040102 

PRIORITY AFPLN. INFO,: 



US 

1992-935071 

32 

19920825 




US 

1993-110913 

A3 

19930824 




US 

1996-587688 

Al 

19960117 




US 

1997-867430 

Al 

19970606 




US 

1998-48034 

Al 

19980326 




US 

1999-3S2215 

Al 

19990713 




us 

2000-6SS844 

A3 20000906 


OTHER SOURCE (S)t 


MARPAT 125:142289 


0 CH2Ph 


CH2CH2a91«2 


RSO2(CH2)tCH2CHRlC(:Y)NHCHR2CH(0H)CH2NR3SO2R4 (R - alkyl, alkenyl, aryl. 
etc.! Rl - H, CHe2SMe, alkyl, haloalkyl, amino acid side chain, etc.i R2 - 
alkyl, aryl, cycloalkyl, etc.} R3 - H, alkyl, haloalkyl, alkenyl, etc.; R4 
- alkyl, cycloalkyl, aryl, etc.; t - 0, 1» Y - O, S) and their salts vere 
prepared as retroviral protease Inhibitors. Thus, I was prepared in several 
steps and shown to have an IC50 of 3.2 nanomolar when tested against HIV 
protease. 

U75«6-76-2P IBT5e6-T70» t575«S-7B-4P 
157866-79-5r IS756tf-B0-8P lS7Stf«-Bl-9P 


L12 ANSVER 103 OF 126 CAPLU5 OOPYRIGBT 200S ACS on STN (ConUmied) 
157966-82-OP Z57B86-83-1F XS7S««-e4-2P 
157S66-e5-3P 1S7566-BS-4P 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SFN (Synthetic preparation) ; BIOL (Biological 
study); PREP (Preparation) 

(sulfonylalkanoylaraino hydroxyethylanino sulfonamides as retroviral 
protease inhibitors) 
RN 157566-76-2 CAPLUS 

CM Propanaoide, N-( (1S,2R) -2-hydrojiy-3-[{ (4-methoxyphenyl)sulfonyll (3- 

oethylbutyl) aDino] -1- (phenylnethyl) propyll -2-Bethyl-3- (mathylsulf onyl) 
(2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemiatcy. 



RN 157566-77-3 CAPLUS 

CN Propanaraide, N-{2-hydroxy-3-{ (2-iflethylpropyl) (phenylsulfonyl) amino] -1- 
(phenylnethyl) propyl] -2-methyl-3- (methylsulf onyl) -, tlS- [IR* (R*) . 2S» ] ] - 

(9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



RN 157566-78-4 CAPLUS 

CN Propananide, N- I2-hydroxy-3- [ (3-methylbutyl) (phenylsulfonyl) amino] -1- 
(phenylmethyl) propyl] -2-methyl-3- (methylsulfonyl) [IS-tlR* (R*) , 2S*] J 
(9CI) (CA INDEX NAME) 

Absolute atereochemistry. 
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O 


RN 157566-79-S CAPLUS 

CN Propanamide, N- [2-hydroxy-l- (phenylnethyl) -3- ( (phenylsulfonyl) propylamino] 
propyl] -2-methyl-3- (methylsulf onyl)-, [1S-[1R* (R*) .2S*]] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 


L12 ANSVER 103 OF 126 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 
(2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



im Ph 


RN 157566-82-0 CAPLUS 

CN Propanamide, N-[ (lS,2R)-3-[butyl[ (4-metha«yphe^yl)sul£onyl]amino]-2- 
hydroxy-l* (phenylnethyl) propyl} -2-methyl-3- (nethylsulfonyl) (2S) - (9CI ) 
(CA INDEX NAME) 

Absolute steceochenistcy. 



RN 157566-80-8 CAPLUS 

CN Propanamide, N- [3- [butyl (phenylsulfonyl) amino) -2-hydro)cy-l- 

(phenylmethyl) propyl} -2-methyl-3- (methylsulf onyl) -, [IS- [IR* (R*) . 2S*} ] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 157566-81-9 CAPLUS 

CN Propanamide, N- [ (IS, 2R) -2-hydroxy-3- [ ( (4-nethoxyphenyl) sulf onyl] (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl] -2-methyl'-3- (mathylsulf onyl) 



RN 157566-63-1 CAPLUS 

CN Propanaciide, N-{ (IS, 2R) -2-hydroxy-3- [ [ (4-methoxyphenyl) sulf onyl] propylamin 
o)-l-(phenylBethyl)propyl]-2-methyl -3- (methylsulf onyl)-. (2S)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 157566-84-2 CAPLUS 

CN Propanamide, N- [3- [ [ (4- (3cetylamino)phenyl) sulfonyl) (2-msthylpropyl) amino] - 
2-hydroxy-l- (phenylmethyl) propyl] -2-methyl-3- (methylsulf onyl) 
[IS-tlR* (R')#2S*]}- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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OH Ph OH Ph 


KH 157566~8S~3 CAPLUS 

CN Pr«>panaalda, N*[ (lS.2R)-3>[[ (4-aminophenyl)aulfonyl] (3-Ba thy Ibucyl) amino] - 
2-hydroiy-l- (phanylaathyl) propyl] -2-Betl)fyl-3- (Mthylsulfonyl) (2S) - 
I9CI) (OA INDSX NAME) 

Absolut* 9t«raocheal9try. 



RN 157Se6-B6~4 CAPLUS 

CN Propanamide, N-[ (IS, 2n) -3-{ [ (3, 4-diaethoxyphenyl) sulfonyl] (2> 

iMthylpropyl) amino] -2-hydroxy-l- (phtnylntthyl) propyl] -'2>nathyl>3- 
(Mthylsulfonyl) (25)- (9CI) (CA INDEX NAHE) 

Absolut* stereochenistry. 



IT 157S66-87-5P 

RL: SPN (Synthetic preparation)* PREP (Preparation) 

(sulfonylalkanoylamino hydrosyetbylamino sulfonamides as retroviral 

protease inhibitors) 
RN 157566-87-5 CAPLUS 

CN Propanamide, N-t2-hydroJty-3-([ (4-hydroxyphenyl)sulfonyll (2- 

nfl thylpropyl) amino] -1- ( phenylae thy 1) propyl) -2-m*thyl-3- (nathylsulf onyl) 
(1S-[1R* (R*),2S*]]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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1996:153437 CAPUJS 
124:220480 

Retroviral protease inhibitor conbihations 

Bryant, Martin L.; Potts, Karen S.l Smidt, Haryi 

Tucker, Simon P. 

G.D. Searle and Co., USA 

PCT Int. Ak)1., 64 pp. 

COOEN: PZXXD2 

Patent 

English 


KIND DATE 


APPLICATION NO. 


WO 

9533464 



A2 


19951214 


WO 

1995-US6673 


19950602 

wo 

9533464 



A3 


19960104 







W: AM, 

AT, 

AU, 

BB, 

BG, 

BR, BY, 

CA 

CH, CN, CZ, DE, 

DK, 

EE, ES, FX, 


GB. 

GE, 

HU, 

IS, 

JP, 

KE, KG, 

KP 

KR, KZ, LK, LR, 

LT, 

LU, LV, MO, 


MG, 

MN, 

MW, 

MX, 

NO, 

NZ, PL, 

PT 

RO, RU, SD, SE, 

SG, 

SI, SK, TJ, 


TM, 

TT 











RW: KE, 

Mtf, 

SD, 

S2, 

UG, 

AT, BE, 

CH 

DE, DK, ES, FR, 

GB, 

GR, IE, IT, 


LU, 

MC, 

NL, 

PT, 

SE 

BF, BJ, 

OF 

CG, CI. CM, GA, 

GN, 

ML, MR, NE, 


SN, 

TO, 

TG 









CA 

2191948 



AA 


19951214 


CA 1995-2191948 


19950602 

AU 

9526510 



Al 


19960104 


AU 

1995-26510 


19950602 

AU 

EP 

696299 
762860 



B2 
Al 


19980903 
19970319 


EP 

1995-921428 


19950602 


R: AT, 

BE, 

CH, 

OE, 

DK 

ES, FR, 

GB, GR, IE, IT, LI, 

LU, 

NL, PT, SE 

BR 

9507912 



A 


19970812 


BR 

1995-7912 


19950602 

CN 

1166786 



A 


19971203 


CN 

1995-194464 


19950602 

HU 

76979 



A2 


19980128 


HU 

1996-3328 


19950602 

JP 

10505324 



T2 


19980526 


JP 

1995-501057 


19950602 

NZ 

287702 



A 


20000623 


NZ 

1995-287702 


19950602 

US 

6100277 



A 


20000809 


US 

1995-4581S4 


19950602 

PL 

180070 



Bl 


20001229 


PL 

1995-317425 


19950602 

RU 

2166317 



C2 


20010510 


RU 

1997-100123 


19950602 

NO 

9605136 



A 


19970120 


NO 

1996-5136 


19961202 

FX 

960483S 



A 


19970129 


FX 

1996-4835 


19961203 

US 

2003207813 


Al 


20031106 


US 

2002-253899 


2002092S 

PRIORITY APPLN. 

INFO.: 





US 

1994-253638 


A2 19940603 









VO 

1995-US6673 


W 19950602 









us 

1996-737960 


Bl 19961209 


A method is disclosed foe the treatment of mammalian retrovirus 
infections, e.g. HIV, using combinations of retroviral protease inhibitors 
vhich are effective in preventing the replication of the retroviruses in 
vitro or in vivo. In particular, the invention provides protease 
inhibitor coiqads. used in combination therapy %rith other protease 
inhibitor conqsds. Also disclosed is cotablnation therapy %nth a 
combination of protease inhibitors and antiviral agents other than 
protease Inhibitors. Preparation and activity of selected inhibitors is 
included. 
160676-»2-e 

RL: 6AC (Biological activity or effector, CKcept adverse); BSU (Biological 
study, unclassified)! BIOL (Biological study) 

(retroviral protease inhibitor combinations, and protease Inhibitor 

preparation) 
160676-92-6 CAPLUS 

Butanedi amide. Nl- [3- ( [ [ (1, 1-dlmethylethyl) amino] sulf onyl] (2- 
methylpropyl) amino) -2-hydroxy-l- (phenylmethyl) propyl] •2-( (2- 


L12 ANSWER 104 OF 126 CAPLUS COPYRIGHT 2005 ACS OR STN (Continued) 
quinolinylcarbonyl) amino]-, (IS-tlR* (R* ) ,2S*J J - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



IT 174303-6S-2P 174303-66-3P 174303-67-4P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(retroviral protease inhibitor combinations, and protease inhibitor 
preparation) 
RN 174303-65-2 CAPLUS 

CH 1-Pyrrolidineacetamide, N-( (IS) -1- [ ( [ (IS, 2R) -3- [ (1, S-benzodioxol-S- 
ylsulfonyl) (2-raethylpropyl) amino] -2-hydroKy-l- 

(phenylmethyl) propyl] amino] carbonyl]-2-nethylpropyl]- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 


J i-Pr OH i-Bu ^'55sx'''^ ® 



RN 174303-66-3 CAPLUS 

CN Propanamide, N-[ (1S,2R) -3-C (1, 3-benzodioKol-5-ylsulfonyl) (2- 

Btethylpr^iyl) amino] -2-hydroiiy-l- (phenylmethyl) propyl) -2-methyl-3- 
(methylsulf onyl) -, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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M 174303-fi7-4 CAPLUS 

CN L-AlaninaiBide, N-ia«thyl9lycyl-N-[3-( (l,3>b«nzadiosol-5-yl9Ulfon/l) (2- 

oethylpropyl)aaino]-2-hydrOHy-l-(phtiiylBethyl)peopyl]>* [R'(R*,S*))- <9CI) 
(CA INDSX NAMZ) 

Absolute stereocheoistry. 
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BN 174303-70-9 CAPLUS 

CN Butanaaide, 2-aaino-N-( (lS,2R)-3-{ (1. 3-b«nxodiosol-5-yl8Ulfonyl) (2- 

methylpropyl) amino] -2-hydco»y-l- (phenylmthyl) propyl] -3-Mthyl-, (2S) - 
(9CI) (CA INDEX NAME) 


IT 157566-81-9 

RL: BAC (Biological activity or offector, except adverse) r BSU (Biological 
study, unclassified); THU (Therapeutic use) / BIOL (Biological study) i USES 
(Uses) 

(retroviral protease inhibitor aoabinations, and protease inhibitor 
preparation) 
RN 1S7566-81-9 CAPLUS 

CN Propananide, N-[ (lS,2R)>2-hydroxy-3>[ [ (4-Dethoxyphenyl)sulfonyl] (2- 

methylpropyl) amino] -1> (phenylmathyl) propyl] -2-iBethyl-3- (methylsulf onyl) 
(2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


Absolute stereochemistry. 




RN 174303-71-0 CAPLUS 

CN Butananide, N-( (1S,2R) -3-[ (l,3'benzodioxol-5-ylsulfonyi) (2- 
■ethylpropyl) amino] -2-hydrOKy>l-(phenylmethyI) propyl] -2- 
[(ehloroacetyl) amino] -3-fflethyl-, (2S)- (9CI) (CA INDEX NAKE) 

Absolute stereochemistry. 


IT I7430a-49-6P 174303-70-9P 174303-71-OP 

RL: RCT (Reactant)t SPN (Synthetic preparation)! PREP (Preparation)! RACT 
(Reactant or reagent) 

(retroviral protease inhibitor combinations, and protease inhibitor 
preparation) 
RN 174303-69-6 CAPLUS 

CN Carbanic acid, [ (IS) -i-( { [ (IS. 2R) -3-[ (1, 3-benzodioxol-5-ylsuifonyl) (2- 
nethylpropyl) amino] -2>hydroicy-l- (phenylmethyl) propyl] amino] carbonyl] -2- 
nethylpropyl] phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB Certain conpds. 


CAPLUS COPYRIGHT 20O5 ACS on STN 
1996:47171 CAPLUS 
124:*193129 

Determination of protein binding by in vitro charcoal 
adsorption 

Yuan, Jinhua; Yang, Dai Changi Birkmeier, Jillf 
Stolzenbach, James 

Pharmacokinetics, Bioanalytieal and Radiochemistry 
Function, G. 0. Searle Research and Development, 

Skokie. XL. 60077, USA 

Journal of Pharmacokinetica and Biopharmaceutics 
(1995), 23(1), 41-55 
CODEN: JPBPBJi ISSN: 0090-466X 
Plenum 
Journal 
English 

such as SC-52151 have extensive nonspecific adsorption to 
the ultrafiltration devices or to dialysis membranes and therefore can not 
be measured by the conventional ultrafiltration or equilibrium dialysis 
methods. A new method based on charcoal adsorption vas developed to 
overcome this difficulty. Unlike nany conventional methods, which are 
based on the separation of free drug from bound drug under equilibrium 
conditions, 

the new method is operated under nonequil. conditions and involves 
measuring the time course of decline of the percentage of bound drug 
remaining in plasma while the free drug is being removed by charcoal 
adsorption. Theor. aspects of the method and the data processing 
procedure are presented. SC'-98A, a compound with minimal nonspecific 
adsorption to the ultrafiltration membrane, was used to demonstrate the 
applicability of this method against the ultrafiltration method. Using 
this method, the protein binding of SC-S2151 in human plasma at 1.0 
ng/wL was determined to be in the range of 91.4-97.71 at room temperature 

IT lS744S-»e-3, SC 98A 

RL: BPR (Biological process) i BSU (Biological study, unclassified) t THU 
(Therapeutic use); BIOL (Biological study) i PROC (Process) i USES (Uses) 
(protein binding determination by in vitro charcoal adsorption) 

HH 157445-98-2 CAPLUS 

CN Butanoic acid, 4- [ [ (IS, 2R) -2-hydroity-3- [ (3-methylbutyl) (phenylsulfonyl) ami 
no] -1- (phenylmethyl) propyl] amino] -2. 2, 3- triaethyl-4-oxo-, (3R)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 


CHHez 
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CAPLUS COPYRIGHT 2005 ACS on STN 
1996:14977 CAPLUS 
124:202836 

The synthesis of derivatives of 2, 4-diamino-2, 4, 6- 
trideoxy-D-gulo- and L-altro-hexopyranoses 
Banaszek, Annat Pakulskl, Zbignievi Zamojski, 
Aleksander 

Inst. Organic Chemistry, Warsaw, 01-224, Pol. 
Carbohydrate Research (1995), 279, 173-82 
CODEN: CRBRATf ISSN: 0008-6215 
Elsevier 

Journal 
English 


AbHNjLo 

vr 


AS Syntheses of 2,4-diaraino-2,4,6-trideoxyhexo3es having the D^gulo I and 
L-altra II configuration have been described. I was obtained by two 
routes starting from benzyl 2-benzylaicycarbonylamino-2-deoxy-a-D- 
glucopyranoside. II was obtained from 3,4-di-O-acetyl-L-rhamnal in a 
10-step reaction sequence. 

IT 1741Sl<51*0r 

RL; SPN (Synthetic preparation)! PRE? (Preparation) 

(the synthesis of derive, of diaminotrldeoxygulo and 
altrohexopyranoses) 

RN 174151-51-0 CAPLUS 

CN L-Altrose, 2- (acetylamino) -2, 4, 6-trideoKy-4- [ [ (4- 

raethylphenyDsulfonyl] amino]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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CAPbUS OOPYRIGBT 200S ACS on STN 
1995:994876 CAPLUS 
124:116874 

Preparation of sulfonaaide derivatives as aspartyl 
protease inhibitors 

Tung, Roger Dennisf Salituro, Francesco Gerald; 

Deininger, David D.; Murcko, Mark Andrevi Novak, Percy 

Klchaelf Bhisotti, Govlnda Rao 

Vertex Pharmaceuticals Inc., USA 

POT lot. Appl., 211 pp. 

OODEN: PIXX02 

Patent 

English 

2 


PATENT NO. 



KIND DATE 

APPLICATION NO. 


DATE 

UO 

9S24385 



Al 

19950914 

VO 1995-US2420 


19950224 


V: AM, 

AT, 

AU. 

BB, 

B6, BR, BY, 

CA, OR, CN, CZ. OS. 

DX. 

EE. ES. FI. 


GB, 

GE, 

HU. 

JP, 

KE, KG, KP, 

KR, KZ, LK, LR, LT. 

LU, 

LV, MD, MG, 


MN, 

MV, 

MX, 

NL, 

NO, m. PL. 

PT, RO, RU, SD, SE, 

SG, 

SI, SK, TJ, 


TT, 

UA 








Rtf: KE, 

MV. 

SD, 

SZ, 

UG, AT, BE, 

CH, DE, DX, ES, FR, 

GB. 

GR, IE, IT. 


LU, 

HC, 

NL, 

PT, 

SS, 37. BJ, 

CF. CG. CZ. CM, GA. 

GN. 

HL. NR. NB, 


SN, 

TD, 

TG 






OA 

21836S3 



AA 

19950914 

CA 1995-2183653 


19950224 

AU 

9S19332 



Al 

19950925 

AU 1995-19332 


19950224 

AU 

699483 



B2 

19981203 




EP 

749421 



Al 

19961227 

EP 1995-911960 


19950224 

EP 

749421 



Bl 

19990915 





R: AT, 

BE, 

CH, 

DE, 

DK, ES, FR, 

GB, GR, IE, IT, LI, 

LU. 

MC, NL, PT, SE 

CN 

1146201 



A 

19970326 

CN 1995-192473 


19950224 

JP 

10500938 



T2 

19980127 

JP 1995-523497 


19950224 

AT 

184594 



E 

19991015 

AT 1995-911960 


19950224 

£S 

2139195 



T3 

20000201 

ES 1995-911960 


19950224 

ZA 

9501688 



A 

19951211 

ZA 1995-1688 


19950301 

US 

6127372 



A 

20001003 

US 1996-424372 


19960401 

HK 

1012622 



Al 

20000922 

HK 1998-113972 


19981217 

GR 

3032151 



T3 

20000427 

GR 1999-403237 


19991215 

PRIORITY APPLN. 

INFO.: 



US 1994-207580 


A 19940307 







tfO 1995-US2420 


tf 19950224 


HARPAT 124:116874 



Z{CHD)pC(:G) (CXX')nC(:G')ND*S02E' [D.O* - 
etc.* B.E* - OB, NR2. aryl. heterocyclyl. 
oh. NH2. halo, etc.) XX' - Oi Z - ND502E, 
- H. (cyclo)alkyl. Ph. heterocyclyl. etc.] 


aryl. heterocyclyl. NH2, alkyl, 
etc. I 6.G* - H2. Of X.X* - H, 
NHA, NHE. heterocyclyl. etc.i A 
n " l-3f p ■ 0 or 1] were 
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prepd. Title coepd. I had Ki of 7nN against HIV-1 protease. 
IT 17273a-22-6P 172738-29-3P 172738-35-lP 

RL: BAC (Biological activity or effector, except adverse) » BSU (Biological 
study, unclassified)) SFN (Synthetic preparation)) THU (Therapeutic use); 
BIOL (Biological study)) PREP (Preparation)) USES (Uses) 

(preparation of sulfonaaide derivs. as aspartyl protease inhibitors) 
RN 172738-22-6 CAPLUS 

CN Benzeneacetaoide, N-I (2S)-3-[ (cyclopentyljaethyl) 1(4- 

methoxyphenyl) sulf onyl] aoino] -2-hydroxypropyl] -N- (2-phenylethyl) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 172738-29-3 CAPLUS 

CN CarbaiRlc acid. [l-[ [ [3- [ (cyclopentylmethyl) [ (4- 
Dethosyphenyl) sulf onyl) amino] -2-hydroiiypropyl] (2- 

phenyle thy 1) amino] carbonyl]-2-fflethylpra|iyl]-. phenylnethyl ester (9CI) 
(CA IVUm NAME) 


OH CH2-CH2-Ph 
I I 

p CH2— CH— CH2— N— C— CH-Pr-i 

O NH-C-0~CH2-Ph 


o 


II 


RN 172738-35-1 CAPLUS 

CN Acetamide, N- ( (2S) -3- 1 (cyclopentylaethyl) [ (4-aethozyphenyl) sulf onyl] amino) - 
2-hydroxypropyl]-N- (2-phenylethyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


LI 2 ANSVER 108 OF 126 
ACCESSION NUMBER: 
DOCUMENT NUHBER: 
TITLE: 

INVENTOR (S): 


PATENT ASSIGNEE(5)l 
SOURCE: 


CAPLUS COPYRIGHT 2005 ACS on STN 
1995:964989 CAPLUS 
124:176937 

N- ( (Succinoylaoino) hydroxypropyl] sulfonamides useful 
as retroviral protease inhibitors 

Vazquez, Michael L. ) Mueller, Richard A.) Talley, John 
J.) Getman, Daniel) Decrescenzo. Gary A.) Freskos, 
John N. 

G. D. Searla and Co., USA 
, U.S., 32 pp. Cont.-in-part of U.S. Scr. No. 935.490, 

abandoned 
CODEN: USXXAH 


DOCUMENT TYPE: 
LANGUAGE: 

FAMILY AOC. NUM. COUNT: 


Patent 
English 
2 


PATENT INFORMATION: 







PATENT NO. 

KIND 

DATE 

APPLICATION NO. 


DATE 

US 5463104 

A 

19951031 

US 

1993-110912 


19930824 

AT 154800 

E 

19970715 

AT 

1993-920213 


19930824 

ES 2103468 

T3 

19970916 

ES 

1993-920213 


19930824 

US 5714605 

A 

19980203 

US 

1995-541350 


19951010 

US 5760076 

A 

19980602 

US 

1995-541747 


19951010 

US 6022994 

A 

20000208 

US 

1998-41016 


19980312 

US 6313345 

Bl 

20011106 

us 

1999-419816 


19991018 

US 2002137942 

Al 

20020926 

US 

2001-884462 


20010620 

US 6469207 

B2 

20021022 





US 2003220S08 

Al 

20031127 

us 

2002-237184 


20020909 

US 6727282 

B2 

20040427 





US 2005004043 

Al 

20050106 

us 

2004-784916 


20040224 

PRIORITY APPLN. INFO.: 



US 

1992-935490 

B2 

19920825 




us 

1993-110912 

A3 

19930824 




US 

1995-541350 

Al 

19951010 




us 

1995-541747 

Al 

19951010 




us 

1998-41016 

Al 

19980312 




us 

1999-419816 

Al 

19991018 




us 

2001-884462 

Al 

20010620 




us 

2002-237184 

Al 

20020909 


OTHER SOURCE(S) : 
GI 


HARPAT 124:176937 
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y R31 R32 Y r2 


R33. 



S(0)p»« 



AB Succinoylamino hydroxyethylamino sulfonamide compds. I or a 

pharnaceutically acceptable salt or ester thereof, wherein p represents 0, 
1 or 2) n represents either 0 or 1) X* represents N(R34) or 0) or R33X' 
represents cycloalkyl or aryl radicals) Y and Y' each independently 
represent 0 or St Rl, R30, R31 and R32 each independently represent 
hydrogen, OH, (CH2)C(0)CH3. CH2S02NH2, 002CH3, C0NHCH3, C0N(CH3)2, 
CH2C(0)NHCH3, CH2C (0)N(CH3) 2, C0NH2, C(CH3)2(SH), C{CH3) 2 (SCH3) , 
C(CH3)2[S(0)CH3] , C (CH3) 2[S (O) 2CH3] , alkyl, , haloalkyl, alkenyl, alkynyl, 
aralkyl ot cycloalkyl radicals, or the side chain of the amino acid 
asparagine, S-Ne cysteine or the corresponding sulfoxide or sulfone 
derivs. thereof, leucine, isoleucine. allo-isoleucine, tert-leucine, 
phenylalanine, ornithine, alanine, norleucine. glutamine, valine, 
threonine, serine, o-alkyl serine, aspartic acid, p-cyanoalanine or 
allothreonine) or R30 and R32 together with the carbon atoms to which they 
are attached form a cycloalkyl radical) R2 - e.g., alkyl, aryl, 
cycloalkyl) R3, R33, R34 - e.g., H, alkyl, haloalkyl) R4 - e.g., alkyl, 
haloalkyl, alkenyl) R6 " H, alkyl) are effective as retroviral protease 
inhibitors, and in particular as inhibitors of HIV protease. Thus, e.g., 
butanediaraide II was prepared by coupling of benzyl (R)-2,2,3- 
trimethylsuccinate (preparation given) with 2 (R) -hydroxy-3-[ (3- 
methylbutyl) (phenylsulf onyl) amino] -1 (S) - (phenylmethyl) propylamine 

(preparation 

given) followed by benzyl ester hydrogenolysis and amidation. and 
exhibited ICSO - 2 nM for inhibition of HIV protease. 
IT 157«45-96-0P iS7445-97-lP 15744S-98-2P 
15744S-99-3P 1S7446-00-9P 157446-02- IP 

157445- 03-2P 1S7446-04-3P 157446-0S-4P 

157446- 06-SP 1S7446-07-6P 157446-0B-7P 
1S7446-09-8P 1B7474-44-7P 173B90-71-1P 

RLt BAC (Biological activity or effector, except adverse)) BSU (Biological 
study, unclassified)) SPN (Synthetic preparation)! THU (Therapeutic use)* 
BIOL (Biological study)) PREP (Preparation)) USES (Uses) 

(N-[ (succinoylamino) hydroxypropyl] sulfonamides useful as retroviral 

protease inhibitors) 


L12 ANSWER 108 OP 126 CAPLUS ODPYRIGBT 2005 ACS on STN (Continued) 
RN 157445-96-0 CKPUIS 

CH Butansdiaaide, N4-[ (15, 2R> -2-hydroHy-3-( O-Mthylbutyl) (phenylsulfonyl) atai 
no]-l-(ph*nylmethyl)propyl)-2,2,3-trlnatliyl-, (3R>- (9CI) (CK INDEX NAKE) 

Absolute stereochenistry. 



CWez 


He He 


RN 157445-97-1 CAPLUS 

CM Butanoic acid, 4- [ [2-hydroxy-3- ( (3-eethylbutyl) (phenylsulfonyl) amino] -1- 
(phenylaethyl) propyl] amino] -2, 2, 3-tcimeChyl-4-oxo-, phenylmethyl estec, 
[1S-[1R*(5*),25*]]- (9CI) (CA INDEX NMIS) 

Absolute steraoehenistcy. 



Me Me 


BN 157445-98-2 CAPLUS 

CN Butanoic acid, 4- [[ (15, 2R) -2-hydro>y-3-( (S-methylfautyl) (phenylsulfonyl) ami 
no] -1- (phenylmethyl) propyl] amino] -2, 2, 3-triBet)qrl-4-oxo-, (3R) • (9CI) (CA 
INOBX NANS) 

Absolute stereochemistry. 
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Me He 


RN 157445>99-3 CAPUfS 

CN Butanoic add, 4-( (2-hydroxy-3- ( (2-methylprppyl) (phenylsulfonyl) amino] -1- 
(phenylaethyl)pcopylJamino]-2,2,3-trimethyl-4-OHO-, phenylmethyl ester. 
(1S-[1RMS*),2S*])- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 1S7446-00-9 CAPLUS 

CN Butanoic acid, 4- ( (2-hydroxy-3- ( (2-raethylpropyl) (phenylsulfonyl) amino] -1- 
(phenylmethyl) propyl] aBiino]-2,2,3-trimethyl-4-oxo-, [IS- {IB* (S*) , 2S*] ] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 157446-02-1 CAPLUS 

CN Butanoic acid, 4-( [2-hydroxy-3-[[ (4-methaxyphenyl)sulfonyl] (2- 
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methylpropyl) amino] -1- (phenylmethyl) propyl) amino] -2, 2, 3-trimethyl-4-OKO-, 
phenylmethyl ester, (1S-[1R* (5*) ,25*] ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 157446-03-2 CAPLUS 

CN Butanoic acid, 4- [ [2-hydroxy-3- [ ( (4 -DsthOKyphenyl) sulfonyl] (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl) amino] -2, 2, 3-trlnethyl-4-oso-, 
(1S-[1R*(S*),2S*]]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 1574 46-04-3 CAPLUS 

CN Butanediamido, N4-[ (1S,2R) -2-hydroxy-3-[ [ (4-raethoxyphenyl)3ulfonyl] (2- 

methylpropyl) amino} -1- (phenylmethyl) propyl] -2,2, 3-t rime thy 1-, (3R) - (9CI ) 
(CA INDEX NAKE) 

Absolute stereochemistry. 



OH Ph 


RN 157446-05-4 CAPLUS 

CN Butanediamide, N4-I (IS, 2R) -2-hydroKy-3-I { (4-mBthoxyphenyl) sulfonyl] (3- 
methylbutyl) amino) -1- (phenylmethyl) propyl] -2,2, S-trimethyl-, (3R) - (9CI) 
(CA IHDSC NAME) 

Absolute stereochemistry. 
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RN 157446-06-5 CAPLUS 

CN Butanoic acid, 4- [ [2-hydroity-3-[ [ (4-methoxyphenyl) sulfonyl] (3- 

methylbutyl) amino] -1- (phenylmethyl) propyl) amino] -2,2, 3-trlmathyl-4-oiio-, 
phenylmethyl ester, (1S-(1R* (S*) ,2S*] ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Me O 


RN 157446-07-6 CAPLUS 

CN Butanediamide, N4- [ (IS, 2R) -3- [ ( (4-f luorophenyl) sulfonyl) (3- 

methylbutyl) amino] -2-hydro*y-l- (phenylmethyl) propyl] -2, 2, 3-tcimethyl-, 
(3R)- (9CI) (CA INDEX NAHE) 

M9solute stereochemistry. 



He 


RN 157446-08-7 CAPLUS 

CN Butanoic acid, 4 - [ (3- [ [ (4-fluoraphenyl) sulfonyl] (3-methylbutyl) amino] -2- 
hydroxy-1- (phenylmethyl) prqpyl] amino] -2, 2, 3-trimethyl-4'-oxo-. phenylmethyl 
ester, [IS- [IR* (S*) ,2S*] ] - (9CI) (CA INDEX NAME) 


Absolute stereochemistry. 
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RN 157446>09-8 CAPLUS 

CN Butanoic acid, 4-{ I3-[ t (4-fluorophenyl) aulfonyl] (3-inethylbutyl) amino] -2- 
hydroxy-1- (phcnyliaethyl) propyl) anlno] -2, 2, 3'triBMChyl-4-oxo-, 
[1S-(1R*(S*),2S*}]- (9CI) (CA INDEX NAME) 


Absolute stereochemistry. 



BN 157474-44-7 CAPLUS 

CN Butanoic acid, 4-[[2-hydroxy-3-{ [ (4-niethoxyphenyl)9ulfonyl] <3- 

aethylbutyl) amino] -1- (phenylaethyl) propyl] amino] -2, 2, 3-triaMtbyl-4-oxo-( 
(1S~[1R* (S*),2SM]- (SCI) (CA INDEX NAHE) 

Absolute stereochemistry. 



RN 173590-71-1 CAPLUS 

CN Butanediamide, N4-( (IS, 2R) -2-hydcoxy-3-[ (2-nethylpropyl) (phenylsulf onyl) am 
ino]-l-(phenylmethyl)pcopyl]-2,2.3-trimethyl-, (3R)- (9CI) (CA INDEX 
NAHE) 

Absolute atereochenistry. 
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TITLE: Rydroxyethylaraino sulfonamides useful as retroviral 

protease inhibitors 

INVENTOR (S ) ; Vazquez, Michael L. i Mueller, Richard A.; Talley, John 

J.I Getman, Daniel P.; Decrescenzo, Gary A. i Freskos, 
John N.I Bertenshanr, Deborah E.t Heintz, Robert M. 

PATENT ASSI6NEE(S): G.D. Seacle and Co., USA* Monsanto Co. 

SOURCE: PCT Int. Appl., 2SS pp. 

COOEN: PIXX02 

DOCUMENT TYPE: Patent 

LANGUAGE: English 

FAMILY ACC. NUM. COUNT I 6 

PATENT INFORMATION: 


PATENT NO. 



mND 

DATE 


APPLICATION MO. 


DATE 

WO 

9506030 



Al 


19950302 


WO 1994-US9139 


19940823 


W: AH. 

AT. 

AU. 

BB, 

BG 

BR, BY, 

CA, 

CH, CN. CZ. DE, 

DK. 

ES, FI, GB, 


GE, 

HU, 

JF, 

KE, 

KG 

KP, KR, 

KZ. 

LK, LT. LU. LV, 

MD, 

MG, MN, MW, 


NL, 

NO, 

NZ, 

PL, 

PT 

RO, RU, 

SD. 

SE, SI, SK, TJ, 

TT, 

UA, US. US, 


uz. 

VN 










Rtf: KE, 

MV, 

SD, 

AT, 

BE 

CH, DE, 

DK, 

ES, FR, GB, GR, 

IE, 

IT. LU, MC, 


NL, 

PT. 

SE, 

BF, 

BJ 

CF, CG, 

CI 

CM. GA, GN, ML, 

MR, 

NE, SN, TD, TG 

US 

5943946 



A 


19981201 


US 1993-110911 


19930824 

US 

6060476 



A 


20000509 


US 1994-204827 


19940302 

AU 

9476697 



Al 


19950321 


AU 1994-76697 


19940823 

EP 

715618 



Al 


19960612 


EP 1994-927162 


19940823 

EP 

715618 



Bl 


19981216 






R: AT, 

BE, 

CH, 

OE, 

DX 

ES, FR, 

GB. 

GR. IE. IT, LI, 

LU. 

NL. PT, SE 

US 

6046190 



A 


20000404 


US 1996-586866 


19960124 

PRIORITY APPLN. 

INFO.: 





US 1993-110911 


A 19930B24 


US 1994-204827 A 19940302 

US 1992-934984 B2 19920825 

VO 1993-US7814 A2 19930824 

US 1994-204872 B2 19940302 

VO 1994-US9139 V 19940823 

OTHER SOURCE (S) : MARPAT 123:279761 

AB Hyroxethylamino sulfonaiaide compds. AC( : Y)NR6CHR2CH0HCH2NR3S ( :0) xR4 Jl! 
R2- (substituted) alkyl. aryl, cycloalkyi, cycloalkylalkyl, aralkyl; R3-H* 
R3,R4-R2. alkenyl, alkynyl, heterocycloalkyl, -aryl, -aralkyl, 
-cycloalkyalkyl; R6-H. alkyli x-l,2i Y-0, Si A-RO, Ri R-alkyl, alkenyli 
(hetero)aryl, cycloalkyi, cycloalkylalkyl. aralkyl, NH2, mono- or 
disubstituted amino, etc.) are effective as retroviral protease 
inhibitors, and in particular as inhibitors of HIV protease. Many 
inhibitors were prepared by (1) preparing an N-protected amino epoxide and 

(2) 

reacting this vith an amine and (3) preparing a sulfonamide by reacting vith 
a sulfonyl chloride or sulfonyl anhydride in the presence of an acid 
scavenger. The amino function of the sulfonamide was then (4) deprotected 
and (5) reacted vith a carboxylate. In vitro HIV protease assays vith 
these compds. revealed inhibitors vith ICSO's as lav as 1.4 nH, e.g. 
{1S-(1RMS*).2S*]}>I (A-p-HeOC6H4CR20CDNHCH2CHHei Y«Oi R6-H1 R2-benzyli 
R3-3-methylbutyli x-2i R4-phenyl) . 
IT 15900S-5B-2P 159005-e9-3» 1S9005-70>SP 
159005-B9-7P 159005-91-1P 1S9005-93-3P 
1S9005-94-4P 1B900B-9S-SP 18900S-07-2P 
189008-21H)P 159006-23-2P Itf92a0-«1>BP 
1692S0-42>6P 169280-43-7P 189281-02-lP 
1892B1-03-2P 169281-04-3P 1692et-13-4P 
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l«92ei-14-SP 169281-17-8P 1S9436-99-1P 
169437-00-7F 169437-01-BP 169437-02-9P 
169437-03-OP 169437-04- IP 169437-05-2P 

RL: BAC (Biological activity or effector, except adverse)! BSU (Biological 
study, unclassified)! SPN (Synthetic preparation)* BIOL (Biological 

study) 1 PREP (Preparation) 

(hydroxyethylamino sulfonamides useful as retroviral protease 
inhibitors) 
RN 159005-68-2 CAPLUS 

CN L-Isoleucinamide, N,N-dimethylglycyl-N-[ (lS,2R)-2-hydroxy-3-[t (4- 

nethosyphenyl) sulfonyl] (2-methylpropyl) amino] -1- (phenylmethyl) propyl] - 
(9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



RN 159005-69-3 CAPLUS 

CN L-Isoleucinamide, N-methylglycyl-N-[ (1S,2R) -2-hydroxy-3-l (3- 

methylbutyl) (pheny Isulf onyl) amino] -1- (phenylmethyl) propyl]- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 


O 



RN 1S900S-70-6 CAPLUS 

CN L-Isoleucinamide, N,N-diaethylglycyl-N-[ (lS,2R)-2-hydrosy3-t(3'> 

methylbutyl) (phenylsulf onyl) amino] -1- (phenylmethyl) propyl]- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 159005-89-7 CAPLUS 

CN Butanediamido, Nl- [ (IS, 2R) -2-hydroxy-3-( <3-nethylbutyl) (methylsulf onyl) aai 
tio]-l-(phenylB>ethyl)pcopyl]-2-[ (2-quinolinylcarbonyl)aoinol-, {2S>- (9CI) 
(CA INDEX HAMS) 

Abaoluta stereocheniatcy. 



RH 1S900S-91-1 CAPLUS 

CH Butanedlamide. Nl- [ (IS, 2R) -2-hydrojty-3- [ (3-methylbutyl) (phcnylsulf onyl) ami 
no] -1- (phenylnethyl) propyl] -2--[ (2-quinoUnylcarbonyl) amino] (2S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemlstry- 



RN 159005-93-3 CAPLUS 

CN L-Valinamide, N,N-€liraethyl9lyeyl-N-( (IS, 2R) -2-hydroiiy-3-t (3- 

methylbutyl) (phenylsulfonyl)aaino] -1- (phanylmthyl) propyl] -3-nethyl- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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0 


RN 159005-94-4 CAPLUS 

CN L-VaUnamide, N-nethylglycyl-N- [ (IS, 2R) -2-hydcoicy-3-{ (3- 

methylbutyl) (phenylsulfonyl)aadno]-l- (phenylnethyl) propyl] -3-iaethyl- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 15900S-9S-5 CAPLUS 

CN Butanedlamide, Nl-I (IS, 2R) -2-hydrojcy-3- ( (3-methylbutyl) (phenylsulf onyl) ami 
no] -1- (phenylnethyl) propyl] -N4-»ethyl-2-( (2-quinoUnylcarbonyl) anino] 
(25)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 159006-07-2 CAPLUS 

CN L-Valinamide, N,N-dinethylglycyl-N-t (1S,2R) -2-hydco3cy-3-t (3- 

nethylbutyl) (methylsulf onyl) anino) -1- (phenylnethyl) propyl] -3-methyl- (9C1 ) 
(CA INDEX NAME) 
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Absolute stereochemistry. 



RN 1S9006-21-0 CAPLUS 

CN Cacbamic acid, [ (IS) -3-aiaino-l- ( ( [ (lS,2R)*2-hydro«y-l- (phenylmethyl) -3- 
[ (phenylsulf onyl) propylamino] propyl] amino] carbonyl] -3-osopropyl] -, 
phenylnethyl ester (9CI) (CA INDEX HAKE) 

Absolute stereochenlstry. 


s=oj« 



RN 1S9006-23-2 CAPLUS 

CN Carbamic acid, [ (2R) >3-[{ (IS, 2R) -2-hydcoxy-3-[ (3- 

methylbutyl) (phenylsulf onyl) amino) -1- (phenylmethyl) propyl] anino] -2-netbyl- 
3-oxopropyl]-, (4<methoxyphenyl)ttethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



1692B0-41-5 CAPLUS 

Acetamide, 2- (2, 6-di»ethylphBnoiiy) -N- 1 (IS, 2R) -2-hydcoKy-3- ( [ (4- 
methoxyphenyl) sulfonyl] (2-methylpropyl) amino) -1- (phenylnethyl) propyl] - 
(9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 


Ma 


RN 169280-42-6 CAPLUS 

CN Acetamide, N- [ (IS, 2R) -2-hydroicy-3-( { (4-nethoiiyphenyl) sulfonyl] (2- 

nethylpropyl) anino] -1- (phenylnethyl) propyl] -2- (2-methylphenoxy) - (9CI) 
(CA INDS( NAME) 

Absolute stereochemistry. 




RN 169280-43-7 CAPLUS 

CN Acetamide, 2-n2,6-dinethylphenyl) amino]-N-( (iS.2R) -2-hydroay-3-[ [ (4- 
nethoicyphenyl) sulfonyl] (2-methylpropyl) anino] -1- (phenylnethyl) propyl] - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


W// 

5\ 



169291-02-1 CAPLUS 

Carbanic acid, (l-(t[2-hydroKy-3-[ (3«nethylbutyl) (phenylsulfonyl)amino)-l- 
(phenylnethyl) propyl] anino] carbonyl] -2-nethylbutyl] phenylnethyl ester 
(9CI) (CA INDEX NAME) 
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(Continued) 


Ph-CH2 

Me2CH- CH2-CH2- p-<X2- ja-CH- MH-C- CH- 


-r 


NH-C-0-CH2-Ph 
Bt 


169291-03-2 CAPLUS 

L-VaUnamidB. N, N-dlmethy Iglycyl-N- (2-hydrasy-3- [ ( (4- 

DAthoxyphenyl) sulfonyl] (2-aethylpropyl) amino] -1- (phenylaathyl)prcwl}-9- 
Dttthyl- (9CI) (CA INDSC NAKE) 


0 
II 

O NH-C-CH2— HMe2 


II I 

0 Bu-i OH HH-C-CB-Bu-t 
II I II 

N- caa- CH- CH- CH2- Ph 


RN 169281-0<-3 CAPLUS 

CN Carbamic acid, I (IS) -1- [ [ [ (IS, 2R) -2-hydroicy-3- [ (3- 

mothylbutyl) (phenylsulf onyl) afflino] -1- (phanylraethyl) propyl) amino] carbonyl] - 
2-m«thylpropyl] phenylmethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RH 169281-13-4 CAPLUS 

CN L-Valinamide, N,H-dimethyl9lycyl-N- [ (IS, 2R) -2>hydroxy>3-( (3- 

oethylbutyl) (phenylsulf onyl) amino] -1- (phenylmethyl) propyl] -3- (metfaylthio) • 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


CHHe2 


RN 169281-14-5 CAPLUS 

CN Carbamic acid, £ (IS) -2-( ( (1S,2R) -2-hydroKy-3-[ (3- 

methylbutyl) (phenylsulfonyl) amino] -1- (phenylaethyl)propyl] amino] -1- (IH- 
imidazol-4-ylmethyl)-2-oxoethyl]-, phenylmethyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 


CSHe2 



RH 169281-17-8 CAPLUS 

CN 2-QuinoUnecacboxamide, N-[ (lS)-2-t( (lS,2R)-2-hydrojcy-3-( (3- 

nflthyibutyl) (phenylsulfonyl) amino] -1- (phenylmethyl) propyl] amino] -1- (IB- 
imidazol-4-ylrasthyl)-2-osoethyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


r 



RN 169436-99-1 CAPLUS 
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CN 2-Thia-3,7,10-triazaundecan-ll-oic acid, 9-(l,l-dimethylethyl}-5-hydrosy-3- 

(3-methylbutyl)-8-oxo-6- (phenylmethyl)-, phenylmethyl ester, 2.2-dioiadc 

(9CX) (CA INDEX NAKE) 


Ph-CH2-0-C-NH 0 


I II II 
Bu-CH-C-NH OH 0=S-He 

I r I 

Ph-CH2-CH- CH- CH2- M- CH2- CH2- OWea 


169437-00-7 CAPLUS 

Valinamide. N,M-dinethylglycyl-N-(2-hydroity-3-E (3- 
methylbutyl) (methylsulf onyl) amino] -1- (phenylmethyl) propyl] -3-i 
(CA INDEX NAME) 


Me2N~ai2-C-NH 0 


II 

=s-Me 


t-Bu-CH-C-NH OH 

I I I 
Ph- CH2 - CH- CH- CH2- N- CH2- CH2- CBMe2 


169137-01-8 CAPLUS 

Valinamide, N-methylglyeyl-N- [2-hydroxy-3- [ (3- 

methylbutyl) (phenylsulfonyl) amino] -1- (phenylmethyl) propyl] -3-methyl- (9CI ) 
(CA INDEX NAME) 


0 O NH-C-CH2-NHMe 
II II i 

Ph-S=0 OH NH-C-CH-Bu-t 

1 I I 
He2CH- CH2-CH2- N- CH2- CH- CH- CH2- P h 

RN 169437-02-9 CAPLUS 

CN Valinamide, N,N-diaethylglycyl-N-[2-hydroxy-3-( (3- 

methylbutyl) (phenylsulfonyl) amino] -1- (phenylmethyl) propyl] -3-methyl- (9CI) 
(CA INDEX NAKE) 


He2N-CH2~C-NH O 

t-Bu-CH-C-NH OH 


S-Ph 

i I I 
Ph-CH2- CH- CH- CH2- M- CHZ- CH2- CHMe2 
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Carbamic acid. (l-( ( [2-hydroiiy-3-( O-methylbutyl) (phenylsulfonyl) amino] -1 
(phenylmethyl) propyl] amino] carbonyl] -2, 2«dimathylpropyl] -, phenylmethyl 
ester (9CI) (CA INDEX NAKE) 


Ph-CH2-0-C-jIH 0 O 

t-Bu-CH-C-NH OH 0==S-Ph 

Ph-CH2-CH-CH-CH2-M- CH2- CH2- CBMe2 

RN 169437-04-1 CAPLUS 

CN Butanamlde, 2-amino-N-C2-hydroiiy-3-[ (3-raethylbutyl) (phenylsulfonyl) amino] 
1- (phenylmethyl) prcwl] -3, 3-dimethyl- (9CI) (CA INDEX NAME) 


H2N O O 

I II II 
t-Bu-CH-C-NH OH 0=S-Ph 
I I i 
Ph-CH2-CH- CH-CH2-H-CH2- CH2-CHMe2 

RN 169437-05-2 CAPLUS 

CN Butanamlde, 2-( (broraoacetyl)aaino] -N-[2-hydroxy-3-[ (3- 

methylbutyl) (phenylsulfonyl) amino] -1- (phenylmethyl) propyl] -3, 3-dimethyl- 
(9CI) (CA INDEX NAME) 


T 


Me2CH- CH2- CH2 -N- 


II 

O NH-C-CH2Br 
II I 

OH NH-C-CH-Bu-t 
I I 

CH2- CH- CH- CH2- Ph 


IT 15900S-92-2 1S9006-06-1 

RL: RCT (Reactant) > RACT (Reactant or reagent) 

(hydroxyethylamino sulfonamides useful as retroviral protease 
inhibitors) 
RN 159005-92-2 CAPLUS 

CN Carbamic acid, ( (IS) -3-araino-l- [ t { (1S,2R) -2-hydroxy-3-£ (3- 

methylbutyl) (phenylsulfonyl) amino] -1- (phenylmethyl) propyl] amino] carbonyl] 
3-oxopropyl) phenylmethyl ester (9CI) (CA INDEX HAKE) 

Absolute stereochemistry. 


RN 169437-03-0 CAPLUS 
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CHHe2 


He2C& 



Ha2 


PM 1S9006-06-1 CAPLUS 

CN Butanediaaide, 2-aBdno-Nl-( (lS,2R)-2-hydrojcy-3-[ (3- 

methylbutyl) (phenylsulfonyl) amino] -l-iphenyloethyl) propyl)-, (2S)- (9CI) 
(OA INDEX NAME) 

Absolute 9tereochenistry> 


RN 1S9006-05-0 CAPLUS 

CN Butanediaaide. 2-afflino-Nl-[ (1S.2R) -2''hydroxy-3-[ (3- 

oethylbutyl) (netbylsulfonyl) amino] -l-(phenylBethyl) propyl]-, (2S)- (9CI) 
(CA INDQC NAME) 

Absolute stereochenistry. 



S=0 OH 


XT iS9009-9O-0P 159006-05-OP 159006-08-3P 
1S9006-09-4P 159006-10-7P 159OO0-11-8P 
1.S9006-12-9P 1S9006-13-0P lS9006-i4-lP 
1SM06-15-2P 1S9006-16-3P 159006-17-4P 
1S9006-1S-5P 159006-22-lP 

RL: RCT (Reactant) i SPN (Synthetic preparation) » PREP (Preparation) » RACT 
(Reactant or reagent) 

(hydroxyethylamino sulfonaaides useful as retroviral protease 

inhibitors) 
RN 159005-90-0 CAPLUS 

CN 2-Thia-3,7,10*triazaund«can-ll-oic acid, 9- (2-amino-2-oxoethyl)-5-hydcolly- 
3- (3-methylbutyl) -8-oxo-6- (phenylmethyl) -, phenylaethyl ester. 
2,2-dioxide, (SR,6S,9S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


RN 159006-08-3 CAPLUS 

CN 2-Thia-3,7,10-triazaundecan-ll-oic acid, 9- (1, 1-dimethyIethyX) -5-hyd^oxy-^- 
(3-aethylbutyl) -8-oxo-6- (phenylnethyl) phenylnethyl ester, 2, 2-dioxide, 
(SR,6S.9S)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



RN 159006-09-4 CAPLUS 

CN Butanamida. 2-amlno-N-[ (1S,2R) -2-hydroxy-3-[ (3- 
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■ethylbutyl) (methylsulf onyl) aid.no] -1- (phenylaethyl) propyl] -3. 3-diBethyl-, 
(25)- (9CI) (CA INDEX NAME) 

Absolute stereochenistry. 
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(Continued) 



RN 159006-10-7 CAPLUS 

CN Carbamic acid, [ (IS) -l-[ [ [ (1S.2R) -2-hydroiiy-3- [ (3- 

methylbutyl) (phenylaulf onyl) amino] -1- (phenylaethyl) propyl] amino] carbonyl] - 
2,2-dimethylpropyl]-, phenylaethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochenistry. 


CHNe2 



RN 159006-11-B CAPLUS 

CN Butanaraide, 2-amino-N-{ (IS, 2R) -2-hydrORy-3-[ (3- 

methylbutyl) (phenylsulf onyl) amino] -1- (phenylaethyl) propyl] -3, 3-dimethyl-, 
(2S)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 


CHHe2 



RN 159006-12-9 CAPLUS 

CN Butanamide, 2-[(broaoacetyl)aaino)-N-{(lS,2R)-2-hydroity-3-[(3- 

nethylbutyl) (phenylsulf onyl) amino] -1- (phenylaethyl) propyl] -3. 3-dinethyl-, 
(2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


CHMe2 



BtCH2 


RN 159006-13-0 CAPLUS 

CN Carbamic acid. ( (1S.2S) -!-([[ (IS, 2R)-2-hydroxy-3- to- 
ne thylbutyl) (phenylsulf onyl) amino] -1- (phenylaethyl) propyl] amino] carbonyl] - 
2-Bethylbutyl]-, 1,1-dimethylethyl ester (9CI) (CA INDEX HAME) 

Absolute stereochemistry. 



RN 159006-14-1 CAPLUS 

CN Pentanamide, 2-amino-N- [ (IS, 2R) -2-hydroiry-3-t (3- 

methylbutyl) (phenylsulf onyl) amino] -1- (phenylraethyl) propyl] -3-nethyl-i 
monohydrochloride, (2S,3S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


H2N^'^Bu-t 
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• HCl 


RN 159006-15-2 CAPLUS 

CN Pentananide, 2-[ (chloroacetyl)amino]-N-( (1S,2II) -2'-hydrcMiy-3>( (3- 

Dethylbutyl) (phenylsulf onyl) amino] -1- (phaoylnethyl) propyl] -3-iMthyl-, 
(25,35)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


O 



RN 159006-16-3 CAPLUS 

CN Cerbamic acid, [ (lS,2S)-l-([ [ (lS,2R)-2-bydroxy-3-( [ (4- 
nethoxyphenyl) sulf onyl] (2-iRethylpropyl) aialno] -1- 

(phenylaethyl) propyl] amino) carbonyl) -2-n«thylbutyl] - , phenylmethyl ester 
(9CI) CCA INDEX NAHB) 

Absolute stereochemistry. 



RN 159006-17-4 CAPLUS 

CN Pentanamide, 2-anino-N-( (IS, 2R>-2-hydrosy-3- {( (4-methoxyphenyl) sulf onyl] (2- 
methylpropyl) amino] -l-(phenylmethyl)prqpyl]-3-methyl-, (2S,35)- (9CI) (CA 
INDEX NAHE) 

Absolute stereochemistry. 
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dH Ph 


RN 159006-18 -S CAPLUS 

CN Pentanamide, 2-E(chloroacetyl)araino]-N-[(lS.2R)-2-hydro)ty-3-({(4- 

Mthosyphenyl) sulf onyl) (2-methyl|>i:opyl} amino] -1- (phenylmethyl) propyl] -3- 
methyl-, (2S.3S)- (9CI) (CA INDO{ NAME) 

Absolute stereochemistry. 



RN 159006-22-1 CAPLUS 

CN Cacbamic acid, t(lS)-l-t(t (lS,2R)-2-hydroxy-3-[(3- 
methylbutyl) (phenylsulf onyl) amino) -1- (phenylmethyl) propyl] amino] carbonyl] 
3-(methylamino)-3-oxopr{wll-, 1,1-dlmethylethyl ester (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



HeNH 
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ACCESSION NlMBERi 1995(408388 CAPLUS 

DOCUMENT NUMBER: 122:188162 

TITLE: preparation of sulf onylalkanoylaraino hydroxyethylanlno 

sulfanic acids aa retroviral protease inhibitors 

IHVENTOR(S): Vazquez, Michael L.; Mueller, Richard A.i Talley, John 

J.; Getman, Daniel P.i De Crescenzo, Gary A.t Sun, 
Eric T. 

PATENT AS5ICNEB(S): G.D. Searle and Co., USAf Monsanto Co. 

SOURCE: PCT Int. Appl., Ill pp. 

CODEN: PI)0(D2 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 


PATENT NO. 



KIND 

DATE 


APPLICATION NO. 


DATE 

WO 

9410136 



Al 


19940511 


WO 1993-US104 61 


19931029 


W: AT, 

AU, 

BB, 

BG, 

BR. 

BY, CA. 

CH, 

, CZ, DE, DK, ES. 

FX, 

GB, HU. JP, 


KP, 

KR, 

KZ, 

LK, 

LU. 

LV. MG. 

KN, 

, MW, NL, NO. NZ. 

PL, 

PT, RO, RU, 


SO, 

SE. 

SK, 

UA, 

US, 

VN 






Rtf: AT. 

BE, 

CH, 

DE, 

DK. 

ES, PR, 

GB, 

, GB, IE, IT, LU, 

HC, 

NL, PT, SB, 


BF, 

BJ, 

CF, 

CG, 

CI. 

CM, GA, 

GN, 

, ML, MR, NE, SN, 

TD, 

TG 

CA 

2143191 



AA 


19940511 


CA 1993-2143191 


19931029 

AU 

9456651 



Al 


19940524 


AU 1994-56651 


19931029 

EP 

666843 



Al 


19950816 


EP 1994-902199 


19931029 

EP 

666843 



Bl 


19990818 






Ri AT, 

BE. 

CH. 

DE. 

DK, 

ES, FR, 

GB, 

, GR, IE, IT, LI, 

LU, 

NL, PT, SE 

EP 

685881 



A2 


19981223 


EP 1998-114522 


19931029 

EP 

885881 



A3 


19991006 





EP 

8B5881 



Bl 


20030312 






R: AT, 

BE, 

CH, 

DE. 

DK. 

ES, FR, 

GB, 

, GR, IT, LI, LU, 

NL, 

SE, PT, IB 

EP 

SS5880 



A2 


19981223 


EP 1998-114523 


19931029 

EP 

8BS880 



A3 


19991006 






R: AT. 

BE, 

CH, 

OE, 

DX, 

ES, FR, 

GB, 

, GB, IT, LI, LU, 

NL, 

SE, PT, IE 

AT 

183499 



E 


19990915 


AT 1994-902199 


19931029 

ES 

2134924 



T3 


19991016 


ES 1994-902199 


19931029 

AT 

234279 



E 


20030315 


AT 1998-114522 


19931029 

PT 

885881 



T 


20030731 


PT 1998-114522 


19931029 

ES 

2196436 



T3 


20031216 


ES 1998-114522 


19931029 

EP 

1462443 



Al 


20040929 


EP 2004-7097 


19931029 


Rj AT, 

BE, 

CH, 

DE, 

DK, 

, ES, FR, 

GB, 

, GR, IT, LI, LU, 

NL, 

SE, PT, IE 

US 

5583132 



A 


19961210 


US 1995-379645 


19950202 

GR 

3031646 



T3 


20000229 


GB 1999-402735 


19991027 

PRIORITY APPLN. 

INFO.t 





US 1992-969612 


A 19921030 


EP 1994-902199 A3 19931029 

WO 1993-US10461 W 19931029 
EP 1998-114523 A3 19980803 

OTHER SOURCE(S): HARPAT 1221188162 

GI 


* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Sulfonylalkanoylamino hydroxyamino sulfamic add cosqxls. {Ii R - alkyl, 
alkenyl, alkynyl. cycloalkyl, hydroxyalkyl, etc.i Rl, R20, R21 - H, 
CH2-S02-NH2, CH2-C02-He, C02Me, C0NH2, etc.: R2 - alkyl, aryl, cycloalkyl, 
cycloalkylalkyl, etc.: R3 - alkyl, haloalkyl, alkenyl, alkynyl. 
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hydroxyalkyl) R4, R5 - H, any group in the definition of R3: R6 - H, 
alkyli K - 1.2» t - 0, 1, 2» Y - O, S, NR15; R15 - H, any group in the 
definition of R3] and their pharroaceutlcally acceptable salts and esters, 
effective as retroviral protease inhibitors, and in particular as 
inhibitors of HIV protease, are prepd. E.g., 2 (S) -methyl-3- 
(methylsulf onyl) propionic acid was condensed vlth the phenylalanine deriv. 
II (prepn. given) In DMF contg. HOBt and 1- (3-dilmethylaminopropyl) -3- 
ethylcacbodllmide at 0* for 2 h and at room temp, for 16 h to give 
the title CQsqpd. III. Ill was the only title compd. prepd. with data and 
it was not tested for biol. activltlesf however, some intermediates, e.g., 
analogs of II, were tested for their HIV inhibition activity. 

IT 1607«5-«2-eP 160765-63-99 160765-64-OP 
161446-48-6P 16I44C-49-7P 161446-50-OP 

RL: RCT (Reactant); SPN (Synthetic preparation}: PREP (Preparation) I RACT 
(Reactant or reagent) 

(in preparation of sulfonylalkanoylamino hydroxyathylamino sulfamic 

acids as 

retroviral protease inhibitors) 
RN 160765-62-8 CAPLUS 

CN Carbamic acid, tl-[t(2-hydroxy-3-t (2-methylpropyl) (1- 

piperidinylsulf onyl) amino] -1- (phenylmethyl) propyl] amino] carbonyl] -2, 2- 
dinethylpropyl]-, phenylmethyl ester, {1S-[1R* (R*) ,2S*] ] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 160765-63-9 CAPLUS 

CN Butanamido. 2-araino-N- [2-hydroKy-3- [ |2-nethylpropyl) (l- 

piperidinylsulfonyl) amino) -1- (phenylmethyl) propyl) -3, 3-dimethyl-, 
11S-I1R*(R*),2S*1]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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(ContimiMJ) 


tat 160765-64-0 CAPLUS 

CN Butanasddtt, 2-[ (chloroac«tyl)aaifio)-N-[2-hydrasy-3-[ (2-BfttliylpropylHl- 
plperidinylsulfonyl) aaino] -1- (phcnylmthyl) propyl] -3, 3--dinet)^l-. 
[IS-Cin* (R*)»2S*]]- (9CI) ' (CA INDQC HAHB) 

Absoluts stereochemistry. 



0 


>^ Hjr ^CH2C1 


RH 161446-48-6 CA?UJS 

CN Ethanethloic 8cid. S-[6-hydro)cy-2, 11. ll-triiMthyl-8- (2-mthylpr(Wl) -3-i 
S-(phenyliaethyl)-9-thla-4,8,10-trlaz3dodec-l-yl] aster, 9,9-dloxlde, 
[2S-(2R*,5R'.6S*)]- (9CI) (CA INDEX NAMB) 

Absoluts steraochanlstry. 



RN 161446-49-7 CAPLUS 

CN Propanandde. N- [3-( [ [ (1, l-diowthylethyl) aaino] sulfonyl] <2- 

nnthylpropyl) amino] -2-hydroiiy-l- (phenyliDathyl) propyl] -3-Bercapto-2-methyl- 
, [1S-[1R*(R*)«2S*]]- (9CI) (CA INDEX NAMB) 

Absoluts stereochemistry. 
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^ NHBu-t 


RN 161446<50-0 CAPLUS 

CN Propananide, N<(3-([[(l.l-dinethylethyl)amino]sulfonyi] (2- 

methylprc^l) amino] -2-hydroxy-l- <phenylmethyl) propyl] -2-nethyl-3- 
(methylthio)-. [1S-[1R* (R*) .2S*] )- (9CI) <CA INDBC HAHE) 

Absolute stereochemistry. 

O 

NHBu-t 


i-Bu 


Ph 


IT 15144S-4S-3P 

RL: BAG (Biological activity or effector, except adverse) i BSU (Biological 
study, unclassified) t SFN (Synthetic preparation) i TKU (Therapeutic use) i 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(preparation as retroviral protease inhibitors) 
RN 161446-45-3 CAPLUS 

CN Propanamide, N- (3- [ ( [ ( 1,1 -dime thylethyl) amino] sulfonyl] (2- 

me thy Ipropyl) amino] -2-hydroiiy-l- (phenylmethyl) propyl] -2-nethyl-3- 
(nethylsulfonyl) (1S-(IR*(R*),2S*]1- (9CI) (CA INDEX HAKE) 

Absolute stereochemistry. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 


CORPORATE SOURCE: 
SOURCE: 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 
OTHER SOURCE (S): 
AB 


1995:352211 CAPLUS 
122:204547 

Inhibitors of HIV-1 Protease Containing the Novel and 
Potent (R) - (Hydroxyethyl) sulfonamide Isostere 
Vazquez, Michael L.i Bryant, Martin L.; Clare, 
Michael; DeCrescenzo, Gary A.; Doherty, Elizabeth H.; 
Freskos, John N.i Getman, Daniel P.f Houseman, Kathryn 
A.I, Julian, Janet A. i et al. 

Searle Discovery Research, Skokie, IL, 60077, USA 
Journal of Medicinal Chemistry (1995), 38(4), 581-4 
CODEN: JMCMARi ISSN: 0022-2623 
American Chemical Society 
Journal 
English 

CASREACT 122:204547 
The authors have prepared and tested a series of novel and highly potent 
HIV-1 protease inhibitors based on the (R) - (hydroxyethyl) sulfonamide 
isostere. The isotere exhibits enhanced potency relative to the 
previously reported (hydroxyethyl) urea isotere. The preferred stereochea. 
for the critical hydroxyl group is R. X-ray crystallog. studies shov that 
these inhibitors bind to the protease in an extended fashion with one of 
the sulfonamide oxygens forming a hydrogen bond to the key structural 
vater mol. Some of the coopds. shoved excellent antiviral activity in 
vitro. 
IT 159005-»0-0 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; PRP (Properties) ; BIOL (Biological study) 
(inhibitors of HIV-1 protease containing novel and potent 
(R)- (hydroxyethyl) sulfonamide Isostere in relation to antiviral 
activity) 
RN 159005-90-0 CAPLUS 

CN 2->Thia-3,7,lO-triazaundecan-ll-oic acid, 9- (2-aaino-2-oxoethyl) -S-hydroxy- 
3- (3-methylbutyl)-8-oxo-6- (phenylmethyl)-, phenylmethyl ester, 
2,2-dlOXide, (5R,6S,9S)- (9CZ) (CA INDEX NAME) 

Absolute stereochemistry. 



159005-91-iP 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 

study, unclassified) I PRP (Properties); SPN (Synthetic preparation); BIOL 

(Biological study); PREP (Preparation) 

(inhibitors of HIV-1 protease containing novel and potent 

(R)- (hydroxyethyl) sulfonamide isostere in relation to antiviral 

activity) 

159005-91-1 CAPLUS 


L12 ANSWER 111 07 126 CAPLUS COPYRIGHT 2005 ACS on STH (Continued) 

CM Butanedianide, Nl-({lS,2R»-2-hydcoKy-3-l(3-B*thylbutyl) (phtnylsuXfonyDami 

noJ-l-(phenyln«thyl)propyll-2-[ (2-quinoUBylc8cbonyl)aadnol-, (2S)- (SCI) 

(CA INDEX HAHE) 

Absolute stareocheoistry. 



IT lS9005-89-7» lS»00S-92-2P 

RL: BAC (Biological activity or effector, except adverse) » BSU (Biological 
study, unclassified); PRP (Properties); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(inhibitors of HIV-1 protease containing novel and potent 
(R)-(hydroxyethyl) sulfonamide isostere in relation to antiviral 
activity) 
RN lS900S<89-7 CAPLUS 

CM Butanedi amide, Nl-[ (lS,2R)-2-hydro]cy-3-[(3-Bethylbutyl) (nethylsulfonyDani 
no] (phenylnethyl) propyl] -2- [ (2-quinolinylcartwnyl) aaino] -» (25) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 


HO 



^CHHe2 


RM 159005-92-2 CAPLUS 

ON Carbamic acid, [ (IS) -3-amino-l-( [ [ (IS, 2R) -2-hydroJiy-3-[ (3- 
methylbutyl) (phenylsulf onyl) amino] -1- (phenylmethyl) propyl] a 
3-osaprapyl] phenylnethyl ester (dCI) (CA INOQ( NAHS) 

Absolute stereochemistry. 


ino] carbonyl] - 


L12 ANSWER 111 OF 126 CAPLUS COPYRIGHT 2005 ACS on STN 



RL: RCT (Reactant)i SPN (Synthetic preparation) f PREP (Preparation)! RACT 

(Reactant or reagent) 

(inhibitors of RIV-1 protease containing novel and potent 

( R) -(hydroxye thy 1) sulfonamide isostere in relation to antiviral 

activity) 
159006-06^1 CAPLUS 

Butanedi amide, 2-aBino-Nl-[ (l5,2R)-2-hydcoxy-3-[ (3- 

methylbutyl) (phenylsulf onyl) amino]-!- (phenylmethyl) propyl]-, (2S)- (9Cl) 
(CA INDEX NAME) 


Absolute stereochemistry. 



CHHe2 
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ACCESSION NUMBER: 1995:340526 CAPLUS 

DOCUMENT NUMBER: 122:133838 

TITLE: preparation of succinoylaraino hydroxyethylaraino 

sulfamic acid derivatives as retroviral protease 
inhibitors 

INVENTOR(S): Vazquez, Michael L.; Mueller, Richard A.; Talley, John 

J.t Getaan, Daniel P.i Do Crescenzo, Gary A.f Sun, 
Brie T. 

PATENT ASSIGNEE (5): G.O. Seacle and Co., USAf Monsanto Co. 

SOURCE: PCT Int. Appl. 

CODEH: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE: EngUsh 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 
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WO 9410133 



Al 


19940511 


VO 1993-US10460 


19931029 

tf: AT, 

AU, 

BB, 

BG, 

BR 

BY, CA, 

CH 

CZ, DE, OK, ES, 

FI 

GB, HU, JP, 

KP, 

KR, 

KZ, 

LK, 

LU 

LV, MG, 

MN 

HV, NL, NO, NZ, 

PL 

PT, RO, RU, 

SD, 

SE, 

SK, 

UA, 

US 

VN 





RW: AT, 

BE, 

CH, 

DE, 

DK 

ES, FR, 

GB 

GR, IB, IT, LU, 

MC 

NL, PT, SE, 

BF, 

BJ, 

CF, 

06, 

CI 

CM, GA, 

GN 

ML, MR, NE, SN, 

TD 

TG 

CA 2141570 



AA 


19940511 


CA 1993-2141570 


19931029 

AU 9455892 



Al 


19940524 


AU 1994-55B92 


19931029 

EP 666841 



Al 


19950816 


EP 1994-901230 


19931029 

EF 666841 



Bl 


19970122 





R: AT, 

BE, 
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DK 

ES, FR, 

GB 
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LU 

NL, PT, SE 

AT 148105 



B 


19970215 


AT 1994-901230 
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T3 


19970316 


ES 1994-901230 


19931029 

US 5602119 



A 


19970211 


US 1995-379573 


19950131 

PRIORITY APPLN« 

INFO.t 





US 1992-969683 


A 19921030 








WD 1993-US10460 


W 19931029 


OTHER SOURCE(S)t MARPAT 122:133838 

GI 
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r34 



k* I 

■ CH2Ph 



AB Title compds, [ll Rl - H, CH2-S02-NH2, CH2-C02Me, C02He, C0NH2, 

CH2-C0-NHMe, CMe2-SH, etc.; R2 - alkyl, aryl, cycloalkyl, cycloalkylallcyl, 
N02, cyano, CF3, OH, SH, alkoxy, etc.; R3 - alkyl, haloalkyl, alkenyl, 
alkynyl, hydcoityalkyl, alkosyalkyl, cycloalkyl. etc.; R4, R5 - H, any 
group in the definition of R3f R6 - H, alkylt R30,R31,R32 - H, alkyl, 
alkenyl, alkynyl, etc. i R33, R34 - H, any group in the definition of R3, 
or R33 and R34 together with X - cycloalkyl, aryl, heterocyclyl, 
heteroaryl provided that when X - O, R34 - nil; X - N, O, CR17; R17 - H, 
alkyl; ic - 1, 2; t - 0, 1, 2» Y, Yl - O, S, NR15; R15 - H, any group in 
the definition of R3] , effective as retroviral protease inhibitors, and in 
particular as inhibitors of HIV protease, are prepared Thus, 4-benzyl 
2(R),3,3-triDethylsuccinate was condensed with the [(tert- 
butylaminosulfonyl) amino] propylamine derivative II (preparation given) in 

OKF 

containing HOBt and 1- (3-dimethylaminopropyl) -3-ethylcarbodiimide 
hydrochloride to give the title compound III. Ill had an IC50 of 1.4 
against retroviral protease in an in vitro study. The title compds. were 
also compared with A2T in a CEM cell assay. 
IT 160677-29-2P 1607S5-62-e» ia0765-«3-9» 
160765-64-OP 

RL: SPN (Synthetic preparation)! PREP (Preparation) 

(preparation of, as intermediate for retroviral protease inhibitors) 
RN 160677-29-2 CAPUIS 

CN L-VaUnamide, N,N-dimethylglycyl-N-l2-hydroxy-3-[ {2-methylpropyl) (1- 

piperidinylsulf onyl) amino) -I- (phenylmethyl) propyl] -3-nethyl-, [R- (R* , S* ) J - 
(9CI) (CA INDEX NAME) 


Absolute stereochemistry. 
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(Continued) 



NHC2 


RN 1G0765-62-B CAPLUS 

CM Carbamic acid, [[2-hydroxy-3-I (2-Bethylpcopyl) (1- 

piperidinylsulfonyl) amino] -1- (phenyloethyDprc^l] aoino] carbonyl] -2,2- 
difflethylpropyl]-, ph«nylne thy 1 ester, [1S-(1RMRM ,2S*] ] - (9CI) (CA INDEX 


Absolute stereochemistry. 

Ph 



RN 160765-63-9 CAPLUS 

CN Butanaaide, 2-aiaino-N-[2-hydroxy-3-[ (2-n«thylpropyl) (1- 

piperidinylsulfonyl) ami no] -l-CphenylJMthyl) propyl] -3,3-dimethyl-< 
[1S-[1R*(R*),2S*]]- (9CI) (CA INDEX MAKE) 

Absolute stereochecdstry. 


OH Ph 

0 ' 


160765-64-0 CAPLUS 

Butanamide, 2- [ (chloroacetyl) aadno] -N- [2-hydroxy-3- [ (2-mathylpropyl) <1- 
piperidlnylsulfonyl) amino] -1- (phenylmethyl) propyl] -3, S-dimethyl-, 
[1S-(1R*(R*),2S*]]- (9CI) (CA INDBI NAHE) 
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Mnolute stereochemistry. 
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CH2CI 


IT 18P765-S8-0P 16076S-57-1P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) I SPN (Synthetic preparation)! BIOL (Biological 
study) J PREP (Preparation) 

(preparation of, as retro\d.ral protease inhibitor) 
RUf 160765-56-0 CAPLUS 

at Butanediamide, N4-[(lS.2R)-3-([[ (l,l-dimethylethyl)aainolsulfonyl) (2- 
Bathylprcpyl) amino] -2-hydrosy-l- (phenylmethyl) propyl] -2, 2,3- trinethyl-, 
(3R)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



NH2 


RN 160765-57-1 CAPLUS 

CN 4-Thia-3,5,9-triazatrideean-13>oic acid, 7-faydroxy-2,2,ll, 12, 12- 

pentamethyl-5- (2-methylpropyl) -lO-oso-8- (phenylmethyl) -, 4, 4-dloside, 
[7R-(7R*,8S*,11RM]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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OTHER SOURCE(S)i HARPAT 122: 106521 

GI 


CH2Ph fi?^^-^ 0 


RlON'^'^I^NSOZNHCMej ^^^^n'^^^^'^ 

OR CH2CHe2 I O CONH2 Q 


AB RR'N(CR7R8)tCHRlC(:Y)NR6aaR2ai(aH)CH2NR3SO]tNR4R5 [R - H, (cyclo) alkyl, 
(hetero)aryl, alkyl (oxy) carbonyl, heterocyclyl(o«y) carbonyl, etc.f R' - 
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9roup9 cited for R3, R"S02» R" - groups cited for R3» MRR* - 
heterocyclyl. heteroaryl; R1,R7.R8 - H. (halo)allcyl, aoino acid side 
chain, C0NH2, C02He, etc.» RIR7 - atons to fona a cycloaikyl group; R2 - 
(un) substituted (cycle) alky 1, aryl(alleyl) > R3 - (cycle) alkyl, 
(hetaro)aryl(allcyl), aainoallcyl, etc.i R4,RS - H, groups cited for R3) 
NR4R5 • heterocyclyl, heteroaryl; R6 - H, alkyl) Y - NR, NR3j t - 

0-2» K - 1 or 2] were prepd. Thus, N'benzylo«ycarbonyl-3 (S) -aaino-l, 2 (S) - 
epOKy-4-phenylbutane (prepn. given) was condensed with Ke2C3ICH2NH2 and the 
product ax^dated by ClS02NHCMe3 (prepn. given) to give, after 
deprotection, sulfamaaide I (RIO - H) which was N-acylated by 
N-BOC-L-asparagine and tb< deprotected product N-acylated by 
quinoline-2-carboxylic acid to give I (RIO - quinolinoylasparaginyl group 
Q). The latter had IC50 of 2nM against BIV-1 inf action of CO! cells in 
vitro. 

IT l«0«77-07-6P 160677-08-7P 1$0«77-10-1» 
160677-11-2P 160677-13-4P 1«0«77-14-SP 
160677>1S-«P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) * PREP (Preparation) $ MCI 
(Reactant or reagent) 

(preparation and reaction of, in preparation of retroviral protease 
inhibitor) 

RN 160677-07-6 CAPLUS 

CN 10-Thi8-2,5,9,ll-tetraazapentadecanoic acid, 3-(l,l-dinethylethyl)-7- 
hydrosy-9-(2-iMthylptopyl)-4-oso-6-(phanyljBathyl)-, phenylaetbyl ester. 
10. 10-diOJtide, [3S-(3R*,6R*,7S*)]- (9CI) (CA INDEX NMfE) 

Absolute stereochenistry. 



RN 160677-08-7 CAPLUS 

CN Butananide, 2-amino-N>[3-[[(butylamino)8ulfonyl] (2-iMthylpropyl)afld.no)-2- 
hydcoxy-1- (phanylnethyl) propyl] -3, 3-diiBatbyl-. [1S-[1R* (R*) ,25*] 1 - (9CI) 
(CA INDEX NAME) 

Absolute staraocheaistry. 
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O 


RN 160677-10-1 CAPLUS 

CN Carbanic acid, [3-aiBino-l-[[[2-hydroxy-3-[((4-Betfayl-l- 
piperazinyl)9ulfonyl] (2-methylpropyl) amino] -1- 

(phenylmethyl) propyl] amino] carbonyl] •3-os^ropyl) 1, 1-diaethylathyl 
ester. (1S-[1R* (R*) ,25*] ]- (9CI) (CA INDQI NAME) 

Absolute stareochendstry. 


He 



RM 160677-11-2 CAPLUS 

CN lO-Thia-2,5.9, ll-tetraazapentadecanoic acid, 3- (2-araino-2-08oethyl) -7- 
hydroiry-9- ( 2- me thylp ropy 1 ) - 4 - ok o- 6- ( phe ny Iraa t hyl ) - , 1,1 -dine t hyl e thy 1 
ester. 10.10-dioxida. [35-(3R*.6R*.7S*))- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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n-BuNH // 


S=0 OH 



RN 160677-13-4 CAPLUS 

CN 10-Thia-2,5,9,ll-tetraazatridecanoic acid, 3- (2-amino-2-oxoethyl) -7- 
hydroxy-12, 12-dinethyl-9- (2-nethylpropyl) -4-oxo-6- (phenylmethyl) 
1,1-dimethylethyl eater, 10, 10-di oxide, [3S-(3R*.6R*,7S*)}- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 


t-BuNH^ // 



RN 160677-14 -S CAPLUS 

CN 3-This-2.4,8,ll-tatraazadodecan-12-oic acid, 10- (2-amino-2-oxoethyl) -6- 
hydroxy-2-methyl-4- (3-nethyl)9utyl) -9-oxo-7- (phenylmethyl) phenylmethyl 
ester. 3.3-dioxide, [6R-(6R*.7S*.10S*)]- (9CI) (CA INDEX NAME) 

Absolute stereochenistry. 
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(Continued) 


RM 160677-15-6 CAPLUS 

CN Butanediamide. 2-amino-Nl-[3-[{ (dimethylamino)sulfonyl] (3- 

methylbutyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -. [IS- [IR* (R* ) . 25*] ] - 
(9CI) (CA INDEX NAME) 

• Absolute stereochemistry. 



IT l«0rr«-e8-0P l«06Te-89-lP tS06TS-90-«P 
1S0676-91-SP 1C067S-92-6P t«0676-93-7p 

1.60676- 94-eP 160677-16-7P 160677-17-8P 

1.60677- 18-9P 160677-27-OP 160677-28-1? 
160677-29-2P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study); PREP (Preparation) 

(preparation of, as retroviral protease inhibitor) 
RN 160676-88-0 CAPLUS 

CN L-Valinamide. N.N-dimathylglycyl-N-[3-({(butylamino)sulfonyl] (2- 
methylprqpyl) amino] -2-hydroiiy-l- (phenylmethyl) propyl] •3-methyl-, 
[R-(R*,S*)]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


n-BuNH^ // 



NMea 


RN 160676- 89-1 CAPLUS 

CN L-Valinamide, N.N-diinethylglycyl-N- t2-hydroxy-3- ( [ (methylamino) sulfonyl] (2- 
raethylptopyl) amino] -1- (phenylmethyl) propyl] -3-methyl-, tR- (R*. S») } - (9CI) 
(CA INDQC NAME) 

Absolute stereochemistry. 
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O 


RN 160676-90-4 CAPLUS 

CN Butanedl amide, Nl-[3-[[ (4-n0thyl-l-pip«razinyl)9ulfonyl] (2- 
mechylpcopyl) araino] -2-hydro)cy-l- (phenylaetfayl) propyl] -2-( (2- 
quinoUnylcarbonyl) amino]-, [1S-(1R* (R*},2S*1)- (9CI) (CA INDEX NWtB) 

Absolute 9ter«och«Bi9try. 



m 160676-91-S CAPLUS 

CN Butanedlaaidc, Nl- [3- [ [ (butylanino) sulf onyl] ( 2-ne thy Ip ropy 1) amino] -2- 
hydroKy-1- (phony Imethyl) propyl] -2- [ (2-qtiinollnylcacbonyl) amino] 
tlS-[lRMR*)r2SM]- (9CX) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160676-92-6 CAPLUS 

CN Butanedianide, Nl- [3-[ [ [ (1, 1-dimethylethyl) amino] sulfonyl] (2- 
nethylpropyl) amino] -2-hydcoxy-l- (pheny Imethyl) propyl] -2 - ( (2- 
qulnoUnylcacbonyl) amino] [15-(1RMR*)»2S*]]- OCX) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 160676-93-7 CAPLUS 

CN Butanedl amide, Nl-[2-hydroxy-3-{ (2-raethylpropyl) ( (phenylaraino)sulfonyllami 
no) -I- (phenylnethyl) propyl] -2-1 (2-quinoUnylcarbonyl) amino] -, 
[1S-C1RMRM.2S*])- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 


.NHPh 

HO <^sr 
i I 



RN 160676-94-8 CAPLUS 

CN Butanedianide, Nl-[3-[[(cyclohexylaaino)9ulfonyl] (2-raethylpropyl) amino] -2- 
hydroxy-1- (phenylnethyl) propyl] -2-{ (2-quinolinylcarbonyl) amino] 
[lS-[lR*(R*)r2S*J]- (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160677-16-7 CAPLUS 

CN Butanedianide, Nl-[3-C( (dimethylamino) sulfonyl] (3-methylbutyl) amino] -2- 
hydroxy-1- (phenylnethyl) propyl] -2- ( (2-quinolinylcarbonyl) amino]-, 
(1S-[1R*(R*),2S*] J- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 160677-17-8 CAPLUS 

CN ll-Thla-2,6,10,12-tetraazatetradecanoic acid, 8-hydrojcy-4, 13, 13-trinethyl- 
10- (2-nethylpropyl) -5-oxo-7- (phenylnethyl) ( 4 -nethoxyphenyl) methyl 
ester, 11,11-dioxids, {4A-(4R*,7S*,8R*)]- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



RN 160677-18-9 CAPLUS 

CN Butanedianide, N4- [ (IS, 2R) -3-{ [ [ (1, l-dinethylothyl) amino] sulfonyl] (2- 
methylpropyl) amino] -2-hydroity-l- (phenylnethyl) propyl] -2-t (2- 
naphthaleny lea rbonyl) amino}-, (2S)- (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160677-27-0 CAPLUS 

CN 3-Thia-2,4,8,ll-tetraazadodecan-12-olc acid, 10-(l,l-dimethylethyl)>6< 
hydroxy-2-nBthyl-4- (3-nethylbutyl)-9-OKO-7- (phenylnethyl)*, phenylnethyl 
ester, 3,3-dioxide, (6R-(6R*,7S*,10S*) J- (9C1) (CA INDEX NAME) 
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O 


RN 160677-28-1 CAPLUS 

CN 3-Thia-2,4,8,ll-tetra8zadodecan-12-olc acid, 10- (1,1-dinetbylethyl) -6- 
hydro>y-4-(2-nethylpcopyl)-9-oxo-7> (phenylnethyl)-, phenylmethyl ester, 
3,3-dioside, [6R- (6R*,7S*, lOS*)]- (9CI) (CA INDEX NAME) 

Absoluts stereochemistry. 


MSNH / 

S=0 OH 



O 


RN 160677-29-2 CAPLUS 

CN L-Valinamide, N,N-dimethylglycyl-N-I2-hydroxy-3-[ (2-methylpropyl) (1- 

piperidinylsulfonyl) amino]-!- (phenylnethyl) propyl] -3-methyl-, [R- (R*,S*) ]- 
(9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



Absolute stereochemistry. 
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AB Title coopds. A(B) xNHCH<0)CH(0H)CH2N(D' ) S02E (A <- H, Het, Rl-Het, 

(substituted) Rl-Cl-6 alkyl, <8ubstituted) R1-C2-6 alkenyl wherein Rl - CO, 
S02, COCO, 02C, etc., Het - C5-7 tycloalkyl, C5-7 cycloalkenyl, C6-10 
aryl, (substituted) 5-7-meobered heterocyclyl} R2 - H, (Ar)-Cl-3 alkyl> B 
- NR2CR3CO, null wherein R3 - H, (substituted) Het or Cl-6 alkyl or C2-6 
alkenyl or C3-6 cycloalkyl or C5-6 cycloalkenyli x - 0,1» D, D' ■ Ar, 
(substituted) Cl-4 alkyl wherein Ar - Ph, (substituted) 3-6-inembered 
carbocyclyl or 5-6-raeinbered heterocyclyl* E - Het-O, Het-Hat, 
(substituted) Cl-6 alkyl or C2-6 alkenyl, C3-6 carbocyclyl) useful also 
against viral infection of HIV-2, HlV-2, or HTLV, are prepared 
4,3-(AcNH)FC6H3S02Cl and syn-l (A - qui noli n-2-y lea tbonyl, D* - Me2CHCH2) 
(preparation given) in CH2C12 vas treated with F3CCX>2H followed by NaBC03 

and 

4-FC6H4S02C1 to give the title compound II which inhibited HIV-1 protease 
with IC50 of <0.1 nM. 
IT K0233-13-SP 

RL: RCT (Reactant) ; SPN (Synthetic preparation) I PREP (Preparation)* RACT 
(Reactant or reagent) 

(preparation and reaction of, in preparation of HIV-1 protease 
inhibitors) 

RH 160233-13-6 CAPLUS 

CH Propanamide, N- [ (IS, 2R) -3-{ [ (4- (acetylaaino) phenyl] sulfonyl] (2- 

nethylpropyl) amino] -2-hydroity-l- (phenylnethyl) propyl] -2-anino-2-methyl-, 
Donohydrochloride (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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• hci 


IT 160230-05-7P l<0230-0«-8r X60230-07-9P 
160230-0»-0» 160230-0»-l» 160230-10-4P 
160230-1I-5P 160230-i2-«P 1S0230-13-7P 
160230-14-8P 16023O-15-9P 160230-16-OP 
1602aO-lT-lP 160230-1B-2P 1«0230-1»-3P 
i«02aO-20-6P 160230-21-7P 160230-22-8P 
160230-23-9P 160230-24-0? X«02dO-25-lP 
i«0230-27-3P 160230-29-5P 1$0230-31-9P 
160230-33-l.P 160230-35-3P i60230-4»-9P 

160230- 50-2P 160230-84-eP 160230-72-BP 

160231- e8-9P 160231-89-OP 160231-90-3P 
i«0231-»l-4P 160231-92-9P 10O231-93-6P 
160231-98-9P 160333-42-6P 160333-43-7P 
i60333-«4-8P 160333-45-9P 

RL: SPN (Synthetic preparation)! PREP (Preparation) 
(preparation of as HIV-1 protease inhibitor) 
RN 160230-05-7 CAPLUS 

CN Butanediamide, Nl- [ (IS. 2R) -2-hydroxy-l- (phenylmethyl) -3- 
[ (phenylnethyl) (phenylsulfonyl) amino] propyl] •2-{ (2- 
quinollnylcarbonyl) amino] -, (25)- (9CI) (CA INDEX NAME) 

Absolute stereochenistcy. 

I 



RN 160230-06-8 CAPLUS 

CN Butanediamide, Nl-[(lS,2R)-3-[([3-(acetylamlno)-4- 

fluorophenyl] sulfonyl] (phenylmethyl) amino] -2-hydroicy-l-' 
(phenylmethyl)propyl}-2-((2-quinolinylcarbonyl) amino]-. (2S)- (9CI) (CA 
INDEX NAME) 
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Absolute stereochemistry. 



RN 160230-07-9 CAPLUS 

CN Butanediamide, Nl-[ (1S,2R) -3-( [ (3,5-dlmethyl-4- 

isoxazolyl) sulfonyl] (phenylnethyl) amino] -2-bydroKy-l- (phenylmethyl) propyl] - 
2-[(2-quinoUnylcarbonyl) amino]-, (2S)- (9CZ) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-08-0 CAPLUS 

CN Butanediamide, Nl-[ (1S,2R) -2-hydroxy-l- (phenylnethyl) -3- [ (phenylmethyl) ( [3- 
(trifluoromethyl) phenyl] sulfonyl] and. no] propyl] -2-1(2- 
quinoliny lea rbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-09-1 CAPLUS 

CN Butanediamide, Nl- I (IS, 2R) -3- [ [ [2- (acetylamino) -4-methyl-5- 

thiazolyl] sulfonyl] (phenylmethyl) amino} -2-hydroxy-l- (phenylmethyl) prqayl] - 
2-[(2-quinolinylcarfoonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochenistry. 
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RN 160230-10-4 CAPLUS 

CM Butanedlaaide, Nl-[ (1S,2R) -2-hydro«y-3-I{t5-(3-i3oxazolyl)-2- 

Chienyl] sulfonyl] (phenylmethyl) amino) -1- (phenylfflethyl) propyl] -2-C (2- 
qui^oUnylcarbonyl)aminol-, (2S>- (9C1) <CA INDEX NAME) 

Absolute stercochenistcy. 



RN 160230-11-5 CAPLUS 

CN Benzoic acid, 3-[[[(2R,3S)-3-C( (^S)-4-amino-l,4•<lioxo«2-[(2- 
quinoli^ylc■rbo^yl) aaino) butyl] aaino) -2-hydro]cy>4- 
phenylbutyl] (phcnylMtbyDaiHino] sulfonyl]- (9CX} (OA INWX NAME) 

Absolute stereochemistry. 



RN 160230-12-6 CAPLUS 

CN Butanediaoide, Nl-[ (IS, 2R)-2-hydroJcy-3-( (methylsulfonyl) (phenyljnethyl)aialn 
o] -1- (phenylraethyl) propyl] -2-[ (2-quinolinylcarbonyl) aiaino] (2S) - (9CI) 
(CA INDEX NAHS) 

Absolute stereochemistry. 



RN 160230-13-7 CAPLUS 

CN Butanediamide, Nl-{<lS»2R)-3-[ (2,l,3-benzoxadia^ol-4- 
ylsulfonyl) (phenylaethyl) amino] -2-hydroicy-l- (phenylnethyl) propyl] -2- [ (2- 
quinolinylcarbonyl) amino}-, (2S)- <9CI) (CA INDEX NAME) 

Absolute sterenchemistry. 



RH 160230-14-8 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -3- It 13- (aninosulfonyi) phenyl] sulfonyl) (phenylme 
thyl) amino) -2-hydKwy-l- (phenylme thyl) propyl] -2-[ (2- 
quinolinylcarbonyl) amino]-, (25)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-15-9 CAPLUS 

CN Butanodiajaido, Nl-[ (1S,2R) -3-( [ (dine thylami no) sulfonyl) (phenylme thyl) amino 
) -2-hydroxy-l- (phenylmethyl) propyl] -2- C (2-quinolinylcarbonyl) amino] -, 
(2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


L12 ANSWER 114 OF 126 CAPLUS COPYRIGHT 2005 ACS On STN (Continued) 



RN 160230-16-0 CAPLUS 

CM Butanediamide, Nl-[ (1S.2R) -2-hydroicy-3-[ (2-methylpropyl) [t5-(2-pyridinyl)- 
2-thienyl] sulfonyl] amino) -1- (phenylmethyl) propyl] -2- ( (2- 
quinolinylcarbonyl) amino)-, (2S)-(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-17-1 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -2-hydcoity-3-[ (2-methylpropyl) { t4- 

(phenylsulf onyl) -2- thienyl) sulfonyl) amino] -1- (phenylmethyl) propyl] -2- [ (2- 
quinoli ny lea rbonyl) amino)-. (2S)-(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-18-2 CAPLUS 

CN Butanediamide, Nl-[ (1S,2R) -3-[{ (4-fluorophenyl)sulfonyl] (2- 
methylpropyl) amino] •2-hydrojiy-l- (phenylmethyl) propyl] -2- [ (2- 
quinoUny lea rbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 160230-19-3 CAPLUS 

CN Butanediamide, Nl-[ (IS, 2R) -3-[ [ [4- (acetylamino) -3-f luorophenyl] sulfonyl] (2- 
■ethylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2-1(2- 
quinoUnylcarbonyl) amino)-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-20-6 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2R) -3- [ ( [3- (acetylaraino) -4 -f luorophenyl] sulfonyl) (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] -2- [ (2- 
qui noli ny lea rbonyl) amino)-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160230-21-7 CAPLUS 

CH Butanediamide, Nl- [ (IS, 2R) -3- [[ (4- (acetylamino) phenyl) sulfonyl) (2- 
raethylpropyl) amino) -2-hydroxy-l- (phenylmethyl) propyl) -2-( (2- 
quinoUnylcarbonyl) amino) -, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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nt 160230-22-8 CAPLUS 

CN ButanediaaidB, Nl-[ (IS, 2R) -3-( [ (2- (acetylaraino) -4-methyl-S- 
thiazolyl] sulf onyl] (2-iMthylpropyl) aiaino] - 2- hydroxy- 1 - 
(phenylMthyl) propyl} -2- {(2-quinolinylcarbonyl)aaino)-, (2S)- (9CI) 
INDEX NAME) 

Absolute 9ter«ochemlstry. 



lOf 160230-23-9 CAPLUS 

CM Butanedi amide, Nl-( (1S,2R) -3-([[3- (acetylainino)phenyllsulfonyl] (2- 
nethylpropyl) amino) -2-hydco«y-l- (phenyliuthyl) propyl] -2-1 (2- 
quinoUnylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAHE) 

Absolute stereocheraistry. 



M 160230-24-0 CA?LUS 

CN Butanedlanide, Nl-{ as,2R) -3- [ (2, 1, 3-banzosadlazol*4-ylsulfoiiyl) (2- 
Bethylpropyl) amino] -■2-hydcoxy-l- (phenylaathyl) propyl] -2-t (2- 
qulnollnylearbonyl) amino]-, (2S)- (9CI) (CA INDEX NAHE) 

Absolute stareochemistcy. 
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RN 160230-25-1 CAPLUS 

CN Butanedi amide, Nl-{ (1S,2R) -3-( [ (diB«t)iylaaino)sulfonyl] (2- 
Dethylpropyl) amino] -2-hydroKy-l- (phanylnethyl) propyl) -2- [ (2- 
qulnoUnylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAKB) 

Absolute stereoeheraistry. 


= 5 



NH2 


RN 160230-27-3 CAPLUS 

CN Carbaraic acid, [ (IS) -l-( [[ (1S,2R) -3-[[[4- (aoetylamino)phenyl|sulfonyll (2- 
oethylpropyl) amino] -2-hydroKy-l- (phenylmethyl) propyl) amino] carbonyl] -2- 
methylpropyll-, 2-pyridinylmethyl ester, BKine(trlfluoroacetate) (salt) 
(9CI) (CA INDEX NAME) 

CM I 

CRN 160230-26-2 
CNF C34 H45 N5 07 S 

Absolute stereochemistry. 



0 
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CRN 76-05-1 
Off C2 B r3 02 


160230-29-5 CAPLUS 

Carbanic acid, ( (IS) -1- [ [ [ (IS, 2R) -3- [ { [4- (acetylanino)plienyl] sulfonyl] (2- 
nethylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] amino] carbonyl] -2- 
raethylpropyl] 4-pyridinylmethyl ester, Dono(trif luoroacetate) (salt) 
(SCI) (CA INDEX NAME) 

CH 1 

CRN 160230-20.-4. 
CMF C34 H45 NS 07 S 


Absolute stereochemistry. 



l-Pr O 


CRN 76-05-1 
CMF 02 H F3 02 


160230-31-9 CAPLUS 

3-Thia>2,4,B,ll-tetraazadodecan-12-oic acid, 6-hydraxy-2-methyl-10- (1- 
methylethyl) -4 - (2-Bathylpropyl) -9-oxo-7- (phenylmethyl) -, 2-pyrldinylnethyl 
ester. 3.3-dicxide, (6R,7S, lOS) mono (trif luoroacetate) (selt) (9CI) (CA 
INDEX NAHE) 

CH 1 


CRN 
CMF 


160230-30-e 
C28 H43 N5 06 S 
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Absolute steraochenlstry. 



CRN 76-05-1 
CMF C2 H F3 02 


160230-33-1 CAPLUS 

Carbamlc acid, [ (lS)-l-[ ( [ (15,2R) -3-[ (2, 1, 3-benzoxadiazol-4-ylsulfonyl) (2- 
methylpropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] amino] carbonyl] -2- 
methylpropyl] -, 3-pyridinylmethyl ester, mono (trlf luoroacetate) (salt) 
(9CI) (CA INDEX NAME) 

CM 1 


CRN 160230*32-0 
CMF C32 H40 N6 07 S 


Absolute stereochemistry. 



CRN 
CMF 


76-05>l 
C2 H F3 02 


1,12 ANSWER 114 OP 126 CKPLUS OOPYAIGBT 200S ACS on STH (Continued) 

r 

I 

r-C-C02H 
F 


RN 160230-35-3 CAPLUS 

CM Carbaalc acid, [ (IS) -l-{ { [ (IS, 2R) -3-[ ( (4>f luorophenyl) sulfonyl] (2- 

Mthylpropyl) aaino] -2-hydroxyl- (phcnylmthyl) propyl] uino] cacbonyl) -2- 
machylpropyl]-, 2-pyridinylnsthyl astar, nono(trifluoroacatata) (salt) 
(9CZ) (CA INDEK NAME) 

CM 1 

CRN 160230-34-2 

CMP C32 H41 F N4 06 5 

Absoluta staraocheraistry. 



CM 2 

Cmi 76*05-1 
OIF C2 H F3 02 


F 
I 

F-C-O02H 
F 


RN 160230-49-9 CAPLUS 

CN Ethanedi amide, N- ( (IS, 2R) -3- ({ {4- (acetylamino) phenyl) sulfonyl] (2- 
me thy Ipropyl) amino) -2-hydcoay-l- (phenylnathyl) propyl] -N* - (1, 1- 
diraethylethyl) - (9CI) (CA INDEX NAME) 

Absolute steteochenistry. 
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Ph 


RN 160230-50-2 CAPLUS 

CN Butanediaoide, N-( (IS, 2R) -3- [[(4- (ace tyianino) phenyl] sulfonyl) (2- 

Bethylpropyl)anino]-2-hydroxy-l-(phenylnett)yl) propyl]- (9C1) (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 160230-64-8 CAPLUS 

CN Acetamide, N-[ (1S,2R) -3-[ (2,l,3-benzoKadia2ol-4-ylsulfonyl) (2- 

nethylpropyl) amino) -2~hydroxy-l- (phenylnathyl) propyl] -2-phenoxy- (SCI) 
(CA INDEX NAME) 

Absolute stereochemistry. 


OH 


PhO' 



RN 160230-72-8 CAPLUS 

CN Acetamide, N-[ (IS, 2R) -3-[ [ [4- (acetylamino) phenyl) sulfonyl] (2- 
nethy Ipropyl) amino] -2-hydroity-l- (phenylmethyl) propyl] -2, 2- 
bis[(aninocarbonyl) amino]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 160231-88-9 CAPLUS 

CN 2-Thia-3,7, lO-triazaundecan-ll-oic add, S-hydcoxy-9- [ (IS) -l-nethylpropyl] - 
8->oao-l-phenyl-3,6-bis (phenylmethyl)-, phenylmethyl ester, 2, 2-dioside, 
(SR,6S,9S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 


RN 160231-89-0 CAPLUS 

CN Carbamic acid, [ (1S,2S) -1- [ [ [ (IS, 2R) -3-[ [(3- (acetylamino) -4- 
fluorophenyl) sulfonyl] (2-nathylpropyl) amino) -2-hydroity-l- 
(phenylmethyl) propyl] amino] carbonyl] -2-methylbutyl] -, phenylmethyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistcy. 



CN 2-QuinoxaUnecarboxamide, N- [ (IS, 2S) -1- [ [ [ (15, 2R) -3- [ [ [3- (acetylamino) -4- 
f luorophenyl] sulfonyl] (2-raethylpropyl) amino] -2-hydcoKy-l- 
(phenylmethyl) propyl] amino) carbonyl] -2-Dethylbutyl]- (9CI) (CA INDEX 
NAME) 



RN 160231-91-4 CAPLUS 

CN Carbamic acid, [2- [{ (IS, 2R) -3- [ [{4- (acetylamino) phenyl) sulfonyl] (2- 

me thy Ipropyl) amino] -2-hydroxy-l- (phenylmethyl) propyl] amino) -1, 1-dimethyl 
OKoethyl]-, 1,1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160231-92-5 CAPLUS 

CN 2-Quinolinecarboiiamide, N-[2-[ [ (1S,2R) -3-[ [ [4- 

( acetylamino) phenyl] sulfonyl] (2-methylpropyl) amino] '-2-hydroxy-l- 
(phcnylmethyl) propyl) amino) -l,l-dimethyl-2-oxoethyl]- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 160231-93-6 CAPLUS 

CN Butanediamide, Nl-[ (1S,2S) -2-hydroKy-3-[( [5-(3-i80Kazolyl) -2- 

thienyl) sulfonyl) (2-ms thy Ipropyl) amino] -1- (phenylmethyl) propyl) -2- [ (2- 
quinoli ny lea rbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


Absolute stereochemistry. 
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mi 160231-96-9 CAPLUS 

CN Butanedlaraide, Nl-( (15, 2R) '3->[ ( [4- (acetylanino) -3- 

Cluorophenyl) aulf onyl) (phenylmathyl) amino] -2-hydco«y-l- 
(phanylMthyl) propyll -2- [ (2-quinoUnylcaii>onyl) amino) (2S) - {9CI ) 
INDEX NAKE) 

Absolute stereochemistry. 



0 

Ph 


KS 160333-42-6 CAPLUS 

CM Butanediaraide, Nl- [ (IS, 2S) -3- [ [ [4- (acetylamino) -3-f luorophenyl] sulf onyl] (2- 
raethylpropyl) amino] -2-hydro«y-l- (phanylmethyl) prqpyl} -2- [ (2* 
qui noUnylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 160333-43-7 CAPLUS 

CN Butanediamide, Nl-[ (IS, 25) -3-C (2. lr3-benzoxadiazol-4-ylsulfonyl) (2- 
methylpropyl) amino] -2-hydroBy-l- (phenylmethyl) propyl] -2- [ (2-> 
quinoUnylcarbonyl) amino] (2S)- (9CI) (CA INDEX NAHS) 

Absolute stereochemistry. 



RN 160333-44-8 CAPLUS 

CN Butanediamide, Nl- [ (IS, 2S) -3- [ [ [4- (acetylamino) phenyl] sulfonyl] (2- 
methylpropyl) amino] -2-hydro«y-l- (phenylmethyl) propyl] -2- [ (2- 
quinolinylcarbonyl) amino]-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochejaistry. 



RN 160333-45-9 CAPLUS 

CN Butanedlaraide, Nl- [ (IS, 25) -3-( [ [3- (acetylamino) -4-fluorophanyl] sulfonyl] (2- 
methylpropyl) amino] -2-hydrOKy-l- (phenylmethyl) prc^l] -2-[ (2- 
qulnoUnylcarbonyl) amino)-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L12 ANSWER 115 OF 126 
ACCESSION NUMBERi 
DOCUMENT NUMBER: 
TITLE: 

(S): 


PATENT ASSIGNEE (S): 
SOURCE! 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 


CAPLUS COPYRIGHT 2005 ACS on STN 
1995:3862 CAPLUS 
122:55727 

(Sulf onylalkanoylamino) (hydcoxyethylamino) sulConamides 
as HIV protease inhibitors 

Vazquez, Michael L.i Mueller, Richard A.i Talley, John 
J.} Getman, Danieli Decrescenzo, Gary A.i Freskos, 
John N. 

G.D. Searle and Co., USAi Monsanto Co. 

PCT Int. Appl., 107 pp. 

CODENt PIXXD2 

Patent 

English 

2 


PATENT NO. 


KIND DATE 


APPLICATION NO. 


HO 

9404493 



Al 


19940303 

wo 1993-US7B16 


19930824 


tf: AT, 

AU, 

BB, 

BG, 

BR, 

BY, CA, 

CH, CZ, DE, DK, ES, 

FI, 

GB, HU, JP, 


KP, 

KR, 

KZ, 

LK, 

LU, 

MG, MN, 

MW, NL, NO, NZ, PL, 

PT, 

RO, RU, SO. 


SE, 

SK, 

UA, 

US, 

VN 






RV: AT, 

BE, 

CH, 

DE, 

DK, 

ES, FR, 

GB, GR, IE, IT, LU, 

MC, 

NL, PT, SE. 


BF, 

BJ, 

CF, 

CG, 

CI, 

CM, GA, 

GN, ML, MR, NE, SN, 

TD, 

TG 

EP 

6S6888 



Al 


19950614 

EP 1993-920214 


19930824 

EP 

656888 



Bl 


19980107 






BE, 

CH, 

DE, 

DK, 

ES, FR, 

GB, GR, IE, IT, LI, 

LU, 

NL, PT, SE 

JF 

08500825 



T2 


19960130 

JP 1993-506532 


19930824 

AU 

669223 



B2 


19960530 

AU 1993-50820 


19930824 

AU 

9350820 



Al 


19940315 




AT 

161828 



E 


19980115 

AT 1993-920214 


19930824 

ES 

2112430 



T3 


19980401 

ES 1993-920214 


19930824 

RU 

2146668 



CI 


20000320 

RU 1995-106996 


19930824 

FX 

9500651 



A 


19950214 

FI 1995-651 


19950214 

NO 

9500550 



A 


19950214 

NO 1995-550 


19950214 

PRIORITY APPLN. 

INFO. : 




US 1992-935071 


A2 19920825 








WO 1993-US7816 


V 19930824 


MARPAT 122:55727 


Ph 


SPh 
U 
0 


The title compds. RS(0)x(CH2) tC(R21) (R20)CH(R1}C(:Y)N(R6)CH(R2)C(OB)HCH2N( 
R3)S(0)xR4 [R <• H, alkyl, alkenyl, alkynyl, heteroaryl, cycloalkyl, etc.* 
Rl, R20, R21 - H, CH2S02NH2, CH2C02Me, C02Me, C0NH2, etc. I R2 - 
(un) substituted alkyl, aryl, cycloalkyl, arylkyl. etc.i R3 - H, alkyl, 
haloalkyl, alkenyl, alkynyl, etc.i R4 - alkyl, haloalkyl, alkenyl, 
alkynyl, hydroxyalkyl, cycloalkyl, etc. i R6 - H, alkyli Y - O, S, 
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(un) substituted NH; t - 0, 1> x - 0-2], useful as HIV protease Inhibitors 
for the treatment of AIDS, are prepd. Thus, sulfonlmide I vas prepd. and 
demonstrated IC50 against HIV protease of 3 nM. 
IT 157566-76-2 157566-71-3 157566-78-* 
lS7566-7»-5 1S7566-S0-8 157566-81-9 
157966-62-0 157566-83-1 157566-84-2 
1S7S66-65-3 lB7566-e6>4 

RL: RCT (Reactant) I RACT (Reactant or reagent) 
(HIV protease inhibitor) 
RN 157566-76-2 CAPLUS 

CN Propanamlde, N-[ (IS, 2R) -2-hydroxy-3-( [ (4-methoiiyphenyl) sulfonyl] (3- 

nethylbutyl) amino] -1- (phenylmethyl) propyl] -2-methyl-3- (methylsulfonyl) -, 
(25) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 157566-77-3 CAPLUS 

CN Fropanamide, N- [2-hydroKy-3- ( (2-methylpropyl) (phenylsulf onyl) amino] -1- 
(phenylmethyl)propyl]-2-methyl-3- (methylsulfonyl)-, [1S-[1R* (R*) ,2S•])- 
(9CI) (CA INDEK NAME) 

Absolute stereochemistry. 



RN 157566-78-4 CAPLUS 

CN Propanamida, N-[2-hydroxy-3-( (3-methylbutyl) (phenylsulf onyl) amino] -1- 

(phenylmethyl) propyl] -2-methyl-3- (methylsulfonyl)-, (lS-tlR» (R*) ,2S•]]- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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(25)- (9CI} (CA INDEX NAME) 


(Continued) 



o 


RN 1S7S66-79-5 CAPLUS 

CN Propanamida, N-(2-hydre«y'l-(ph«nylRUithyl)-3-{ (phanylsulfonyl)prapylaBino] 
propyl] -2-mathyl>3-(BMthylsulfonyl)-, {1S-[1R* (R*),2S*)]- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 157566-80-8 CAPLUS 

CN Propananlde, N- [3- [butyl (phenylsulfonyl) amino) '2-hydrosy-l- 

(phenylaethyl) propyl] -2-mat)iyl-3- (methylsulfonyl) [IS- [IR* (R*) , 2S*) ] - 
(9CI) (CA INDSC NAME) 

Absolute stereochemistry. 



RN 157566-81-9 CAPLUS 

CN Propanamide, N- ( (IS, 2R) -2-hydraicy-3- [ [ (4-methoiiyphenyl) aulf onyl] (2- 

nethylpropyl) amino] -1- (phenylmethyl) prolyl] -2-mathyl-3- (methylsulfonyl) -, 


Absolute sterrocberaistry. 



RN 157566-82-0 CAPLUS 

CN Propanaraide, N-[(lS.2R)-3-[butyl[(4-metho»yphenyl)sulfonyl]amino]-2- 

hydroxy-l-(phenylaethyl) propyl] -2-methyl-3- (methylsulfonyl)-. (2S)- (9CI) 
(CA XN02X NAHS) 

Misolute stereochemistry. 



RN 157566-83-1 CAPLUS 

CN Propanamide. N- [ (IS, 2R) -2-hydroxy-3- [ [ (4-methoicyphenyl) sulf onyl] propylamin 
o]-l-(phenylmethyl) propyl] -2-metbyl-3- (methylsulfonyl)-, (25)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 157566-84 -2 CAPLUS 

CN Propanamide, N-(3-[ [ (4- (acetylamino)phenyll sulfonyl] (2-methylpropyl) amino] - 
2-hydroxy-l- (phenylmothyl) propyl] -2-raethyl-3- (methylsulfonyl) 
(1S-[1R*(R*),2S*]]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 157566-85-3 CAPLUS 

CN Propanamide, N-( (IS, 2R)-3-t{ (4-aminophenyl) sulfonyl) (3-methylbutyl) amino] - 
2'-t^roxy-l- (phenylme thyl) propyl] •2-methyl-3- (methylsulfonyl) (2S) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 1S7566-86-4 CAPLUS 

CN Propanamide, N-[ (lS.2R)-3-t[ (3,4-dimethoiiyphenyl)sulfonyl] (2- 

methylpropyl) amino] -2-hydroicy-l- (phenylmethyl) propiyl] -2-methyl-3- 
( methyl sulf onyl)-. (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OMe OH Ph 


IT 15756«-7«-2P 157566-77-3P 15T566-7a-4P 
1575««-79-SP 157566-e0-8P 157566-8 1-9P 
157566-82-OP 157566-83-1? 157566-B4-2P 
157S66-85-3P 157S66-86-4P 157566-B7-5P 

RL: BAC (Biological activity or effector, except adverse) i BSU (Biological 
study, unclassified)? SPN (Synthetic preparation)! THU (Therapeutic use) f 
BIOL (Biological study); PREP (Preparation)! USES (Uses) 
(preparation of, as HIV protease Inhibitor) 
RN 1S7566-76-2 CAPLUS 

CN Propanamide, N- [ (IS, 2R) -2-hydroiiy-3- { [ (4-methaxyphenyl) sulfonyl] (3- 

methylbutyl) amino] -1- (phenylmethyl) profiyl] -2-methyl-3- (methylsulfonyl) -, 
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(2S)- (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



RN 157566-77-3 CAPLUS 

CN Propanamide, N-[2-hydroxy-3-[ (2-methylpcopyl) (phenylsulfonyl) amino] -1 - 
(phenylmethyl) propyl] -2-methyl-3- (methylsulfonyl)-, [1S-(IR* (R«) ,2S*]]- 
(9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



RN 157566-78-4 CAPLUS 

CN Propanamide, N-{2-hydroiry-3-( (3-methylbutyl) (phenylsulfonyl) amino] -l- 

(phenylmethyl) propyl) -2-methyl-3- (methylsulfonyl)-, (1S-(1R* (R*),2S*1]- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 157566-79-5 CAPLUS 


L12 ANSWER 115 OF 126 CAPLUS OOPYRIGBT 2005 ACS on STN (Continued) 

CH Propanaoide. N-{2-liydraay-l- (phenylnethyl) -3-[ (phanylsulf onyl) propylamino] 

propyl] -2-iMthyl-3-(Dathyl9ulfonyl)-, [1S-[1R* (R*) ,2S*]] - (9CZ) (CA INDEX 

NAHE) 

Absolut* 9t«r*Qch*ml9try. 



RN 157S66-80~8 CAPLUS 

CM Propanaoide, N-C3-lbutyl(phenylsulfonyl)aiiitno3-2-hydroxy-l- 

(phanylaethyl) propyl] -2-methyl-3- (metbyls'ulfonyl) (IS- flR* (B*) , 2S*1 } 
(9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



RN 157566-81-9 CAPLUS 

CN Prqpanamide, N-[ (IS, 2R) -2-hydro»y-3-[ { (4-nethaaiyphenyl) sulf onyl] (2- 

raethylpropyl) amino] -1- (phenyljnethyl) propyl] -2-methyl-3- (methylsulf onyl) 
(2S)- (9Cr) (CA INDEX NAME) 

Absolute stereocheaistry. 



RN 157566-82-0 CAPLUS 
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CN Propanamide. N-[(lS,2R)-3>[butyl{(4-Bethaxyphenyl)sulfonyl)aBino]-2- 

hydroxy-l-(phenylnethyl) propyl) «2-Bet)iyl-3-(netliyl8ulfonyl)-, (2S)- (9CI) 

(CA INDOC NAHB) 

Absolute stereochemistry. 



RN 157566-83-1 CAPLUS 

CN Pcopanasiae, N-{ (lS.2R)-2-hydcoxy-3-([(4-BethoByphenyl)3ulfonyl]prapylamin 
o]-l-(phenylaethyl) propyl] -2-methyl-3-(methylaulf onyl)-, (2S)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 157566-84-2 CAPLUS ' 

CN Propanamide, N- (3- [[ [4- {acetylamtno) phenyl] sulf onyl) (2-methylpropyl) amino] - 
2-hydcoKy-l- (phenylmethyl) propyl] -2-Bethyl-3- (methylsulfonyl) -, 
[1S-[1R*(R*),2S*]1- (9CI) <CA INDEX NAME) 

Absolute stereochemistry. 



OH Ph 


RN 157566-85-3 CAPLUS 

CN Propanaoide, N-[(lS,2R)-3-[{ (4-aDinophenyl)sulfonyl] (3-nethylbutyl) amino] - 
2-hydro3iy-l- (phenylmethyl) propyl] -2-methyl-3- (methylsulfonyl) -, (25) - 
(9CI) (CA INDEX NAME) 
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Absolute stereoehemlstcy. 



CBNe2 


RN 157566-86-4 CAPLUS 

CN Propanamide, N-[ (15,2R) -3-a (3,4-dimethoityphenyl) sulfonyl] (2- 

methylpropyl) amino] -2-hydroiiy-l- (phenylmethyl) propyl] -2-methyl-3- 
(nethylsulfonyl) (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 157566-87-5 CAPLUS 

CN Propanamide, N- t2-hydroxy-3- [ [ (4-hydroxyphenyl) sulf onyl] (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl] -2-methyl-3- ( methylsulfonyl) - 
(IS-CIH* (R*) ,2S*J]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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GI 



AB Tltl* compds. [I and lit A - H, alkoxyca ebony 1, araltcoxycarbonyl, 
alley lea rbonyl, cycloalkylcarbonyl, hetecocyclylcarbonyl, 
heteroaryloxyalkyl, hydroxyaltcyl, aryl, alkyl, alkenyl, alkynyl, 
substitutad arainocarbonyl, etc.; R* - H, R3, R''S02» RR'N - heterocyclyl. 
hetaroarylj Rl - H, CH2S02NH2, CH2C02Me, C02Me, C0NH2. CMa2SH, alJcyl, 
haloallcyL, alkenyl, alkynyl, cycloalkyl, amino acid side chains, etc.i 
Rl\ Rl" - H, KLi 1 of Rl*, Rl'* together with Rl fona a cycloalkyl 
radical; R2 - (sufaatltutad) alkyl, aryl, cycloalkyl, cycloalkylalkyl, 
aralkyl) R3 - H, alkyl, haloalkyl, alkenyl, alkynyl, hydroxyalkyl, 
alkoxyalkyl, cycloalkyl, heterocycloalkyl, heteroaryl, aryl, araikyl, 
heteroaralkyl, (substituted) aminoalkyl, etc.) R4 - R3, except H> R6 - H, 
alkyl) X - 0-2i t - 0," 1j Y - O, S, imlno], were prepared Thus, title 
compound (III, solution phase preparation given) inhibited HIV protease 

with IC50 - 
16 nM. 

IT 1S900S-«B-2V X9900S-C9-3P 159009-70-6P 
lS»005-e»-7» 15900S-M-0P U9009H»l-ir 
159005-»2-2r 15900B-93-3P lS900S-94-«» 
lS»005->8oSP 159008>07-2F lft9(MM>21-0P 
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1S9006-23-2P 

RL: BAC (Biological activity or effector, except adverse)! B5U (Biological 
study, unclassified)} SPN (Synthetic preparation)) BIOL (Biological 
study)! PREP (Preparation) 

(prepn. of, as HIV protease Inhibitor) 
RN 159005-68-2 CAPLUS 

CN L-lsoleucinaaide, N,H-dii8ethylglycyl-H-C (lS,2R)«2-hydroaiy-3-[ ( (4- 

Bethoxyphenyl) sulf onyl] (2-aethylprapyl) aaino] -1- (phenylnethyl) propyl] - 
(9CI) (CA INDEX NAME) 

Absolute steeeocheraistry. 


O Me 

tt^l-^^^Et 



RN 159005-69-3 CAPLUS 

CN L'lsoleueinaBide, N-mthylglycyl-N-( (lS,2R)-2-hydrosy-^•[(3- 
fflethylbutyl) (phenylsulfenyl) anino] -1- (phflnyloethyl) propyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 


0 



RN 159005-70-6 CAPLUS 

CN L-lsoleucinamidei N.N-dlmethylglycyl-N- ( (IS, 2R) -2-hydro«y-3-{ (3- 

ne thy Ibutyl) (phenylsulf onyl) anino] -l-(phenylmethyl) propyl]- (9CI) (CA 
INDEX NAME) 

Absolute storeochenistry. 
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RN 1590O5-89-7 CAPLUS 

CN Butanedi amide, Nl-[ (IS, 2R) -2-hydroity-3-[ (3-methylbutyl) (methylsulf onyl) ami 
no] -1- (phenylfflethyl) propyl] -2- [ (2-qulnolinylcarbonyl) amino] -, (2S) " (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 159005-90-0 CAPLUS 

CN 2-Thia-3, 7, lO-triazaundecan-ll-oic acid, 9- (2-a^lino-2-OKoethyl)-5-hyd^Olly- 
3- O-methylbutyl) -8-oxo-6- (phenylnethyl) -, phenylnethyl ester, 
2,2-dioxide, (SR,6S,9S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 159005-91-1 CAPLUS 

CN Butanedi amide, Nl-{ (1S,2R) -2-hydroxy*3-{ (3-mttiylbutyl) (phenylsulfonyl) ami 
no] -l-(phanylaethyl) propyl] -2- t(2-quinolinylcarbonyl) amino]-. (2S)- {9CI) 
(CA INDEX NAME) 
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Absolute stereochemistry. 



'CHHe2 


RN 159005-92-2 CAPLUS 

CN Carbamic acid, ( (IS) -3-amlno-l-{ [ ( (1S.2R) -2-hydroicy-3-[ (3- 

methylbutyl) (phenylsulf onyl) amino] -1- (phenylnethyl) propyl] amino] cacbonyl] - 
3-oxopropyl] phenylmethyl eater (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 159005-93-3 CAPLUS 

CN L-Valinanlde, N,H-dlnethylglycyl-N-( (lS,2R)-2-hydroxy-3-( (3- 

methy Ibutyl) (phenylsulf onyl) amino] -1- (phenylmethyl) propyl) -3-Bethyl- (9CI) 
(CA INDEX NAME) 

Absoluts stereochemistry. 



0 


RN 159005-94-4 CAPLUS 

CN L-VaUnamlde, N-methylglycyl-N-t (IS,2R) -2-hydro»y-3-I (3- 


L12 ANSVER 116 OF 126 CAPLUS OOPYMGHr 2005 ACS on STN (Continued) 

Mthylbucyi) (phanylsulf onyl) aalno] -1* (phcnylsMthyl) propyll -3>mthyl- (9CI ) 
(CA INDEX NAHS) 

Absolut* sttrtocheaiatcy. 



RN 15900$-95>S CAPLUS 

CM Butanedl amide. Nl-[ (1S,2R) >2>hydrazy-3-[ (3-mathylbutyl) (phenylsulf onyl) a 
no) -1- (phenylmethyl) propyl] -N4-m«thyl-2- [ <2-quinolinylcarbonyl) anino] 
<2S)- (9CI) (CA INDEX NAME) 

Absolute stereocheraistcy. 



CHHez 


NBMe 


m 159006-07-2 CAPLUS 

CN L-Valinaraide. N.N-dlnethylglycyl-N-l (IS, 2R) -2-hydrosy-3-C (3- 

aethylbutyl) (raethylsulf onyl) aadno] -1- (phenylnethyl) propyl] -3-aethyl- 
(CA INDEX NAME) 

Absolute stereocheoilstcy. 


(SCI) 
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RN 1S9Q06-21-0 CAPLUS 

CN Carbanic acid, ((lS)-3-asdno-l>[[((lS,2R)-2-hydroKy-l-(phenylraatliyl)-3- 
( (phenylsulfonyl)propylaainolpropyl]aaino)earbonyl] -S-oxoprcqtyl]-, 
phenyloethyl eater (9CI) (CA INDEX NAME) 

Absolute stereocheaistry. 


S=0 OH 



RN 159006-23-2 CAPLUS 

CN Carbaaic acid, [ (2R) -3-1 [ (IS. 2R) -2-hydroxy-3-[ (3- 

nethylbutyl) (phenylsulf onyl) amino] -I- (phenylnethyl) propyl] amino) -2-oethyl- 
3-oxopropylJ-, ( 4 -oethoxyphenyl) methyl ester (9CI) (CA INDEX NAME) 

Absolute stercochemistty. 



IT 15»00a-49-27 

RL: SFN (Synthetic preparation) t PREP (Preparation) 

(preparation of, as HIV protease inhibitor intermediate) 
RN 159006-49-2 CAPLUS 

CN fiutanediamide, 2-amino-Nl>[2ohydrosy-3-[ O-methylbutyl) (phenylsulfonyl) a 
no] -1- (phenylnethyl) propyl] -N4 -methyl-, nonohydrochloride, 
[1S-[1R*(R*),2S*]]> (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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IT 159005-90-OP 159005-92-27 159006-05-0» 
15900e-0«-lP 159006-09-3» 159006-09-4P 
159006-10-7P 159006-11-aP 15900S-12-9P 
1S9006-X3-0P 1S9006-14-1P 159006-1S-2P 
1S9006-16-3P 1S9006-1T-4P 159006-18-5P 
1S9006-22-1P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of, as intermediate for HIV protease inhibitor) 
RN 159005-90-0 CAPLUS 

CN 2-Thia-3,7,10-triazaundecan-ll-oic acid, 9- (2-amino-2-oxoethyl) -5-hydroicy- 
3- (3 -ae thylbutyl) -8 -oxo-6- (phenylnethyl)-, phenylnethyl ester, 
2,2-dioxide, (5R,6S.9S)- (9CI) (CA INDEX NAME) 

Absolut* stereochemistry. 



RN 1S9005-92-2 CAPLUS 

CN Carbamic acid, [ (lS)-3-amino-l-[ ( [ (IS, 2R) -2-hydroxy-3'[ (3- 

nethylbutyl) (phenylsulfonyl) amino] -1- (phenylnethyl) propyl] amino] carbonyl] - 
3>osopropyl]-, phenylnethyl ester (9CI) (CA INDEX NAME) 

Absolut* stereochemistry. 
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RN 159006-05-0 CAPLUS 

CN Butanedl amide, 2-amino-Nl-[ (1S,2R) -2-hydroicy-3-[ (3- 

methylbutyl) (nethylsulfonyl) amino] -1- (phenylnethyl) propyl]-, (2S)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 


Me2CB 



RN 159006-06-1 CAPLUS 

CN Butanedl amide, 2-amino-Nl-[ (1S,2R) -2-hydroKy-3-[ (3- 

methylbutyl) (phenylsulfonyl) amino] -1- (phenylnethyl) propyl] (2S)- (9CI) 
(CA INDEX NAME) 

Absoluts stereocheaistry. 



RN 159006«08-3 CAPLUS 

CN 2-Thia*3,7,10-triazaundecan-ll-oie acid, 9-(l, 1-dinethylethyl) -5-hydroiiy-3- 
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(3-MthylbuCyl)-B>oso*6-(ph«iiylMthyl)-, phenyletttiyl «9t«r, 2,2>dlQSide, 
(5R,65,9S)- (9C1) {» INDEX NAME) 

Absolut* atanochemistcy. 



0 


RN 159006-09-4 CAPLUS 

CN Butanaiaide, 2-amino-N~( (lS,^R)-2-l)ydroxy-3-((3- 
la8thylbutyl) (methylsulfonyl) amino] -1- (^enylnsthyDpcop/ll -3,3-dimthyl-, 
(2S)- (9CI) (CA INDEX NAME) 

Absolut* st*r*och*mlstcy. 



o 


RH 159006-10-7 CAPLUS 

CN Carbanic acid, { (IS)-l-t [ t (1S,2R) -2-hydrojcy-3-( (3- 

Mthylbutyl) (phenylsulfonyl) amino] -1- (phenylMthyl) propyl] amino] ca ebony 1] - 
2,2-din«thylpcopyll-, phenylacthyl sstAr (9CI) (CA INDEX NAME) 

Absolute stereochenlstcy. 



LI 2 ANSWER 116 OP 126 CAPLUS OOPYRXGHT 2005 ACS on STH (Continued) 
RH 159006-11-8 CAPLUS 

CN Butanamide, 2-WBino>N-((lS,2R)-2-hydroxy-3-( (3- 

osthylbutyl) (phenylsulfonyl) aaino] -1- (phenylBethyl) propyl] -3, 3-diB*thyl-. 
(25)- (9CI) (CA INOOC HAKE) 

Absolut* steceochemistry. 



RN 159006-12-9 CAPLUS 

CN Butanamide, 2-( (bromoacetyl) aminol-N-[(lS,2R)-2-hydreBy•3-[(3• 
DeChylbutyl) (phenylsulfonyl) amino) -1- (plienylaathyl) propyl] -3, 3*diBethyl-, 
(25)- (9CZ) (CA INDEX NAME) 

Absolute stereochemistry. 



0 


RN 159006-13-0 CAPLUS 

CN Carbaaic acid, ( (IS, 2S) -l-( ( [ (IS, 2R) -2-hydcc«y-3- [ (3- 

methylbutyl) (phenylsulfonyl) amino] -1- (phenylmethyl) propyl) amino] carbonyl] - 
2-methylbutyl]-, 1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 159006-14-1 CAPLUS 

CN Pentanamide, 2-amino-N-[ (lS,2R)-2-hydroiiy-3-[ (3- 

methylbutyl) (phenylsulfonyl) amino] -1- (phenylmethyl) propyl] -3-methyl-, 
monohydrochloride, (2S,3S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 159006-17-4 CAPLUS 

CN Pentanamide, 2-amino-N-[ (IS, 2R) -2-hydroify-3-{{ (4-methoxyphenyl) sulfonyl] (2- 
methylpropyl) amino] -1- (phenylmethyl) propyl] -3-methyl-, (2S,3S)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemlstcy. 



Ph 


• hci 

rn 159006-15-2 caplus 

CN Pentanamide, 2- [ (chloroacetyl) amino] -N- [ (IS, 2R} -2-hydcoi<y-3- ( (3- . 

methylbutyl) (phenylsulfonyl) amino] -1- (phenylmethyl) propyl] -3-methyl-, 
(2S,3S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 159006-16-3 CAPLUS 

CN Cerbamic acid, C (lS,2S)-l-[ ( ( (lS,2R)-2-hydroicy-3-[ ( (4- 
methosyphenyl) sulfonyl] (2-methylpropyl) amino] -1- 

(phenylmethyl)propyl]aiaino] carbonyl] -2-methylbutyl]-, phenylmethyl ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


RN 159006-18-5 CAPLUS 

CN Pentanamide, 2-[ (chloroacetyl)afflino]-N-[(lS,2R)-2-hydroxy-3-[( (4- 

methosyphenyl) sulfonyl] (2-methylpropyl) amino] -1- (phenylmethyl) propyl] -3- 
metfayl-. (2S,3S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 159006-22-1 CAPLUS 

CN Carbanic acid, [ (IS) -1- [ [ [ (IS, 2R) -2-hydroxy-3- [ (3- 

aethylbutyl) (phenylsulfonyl) amino] -1- (phenylmethyl) propyl] amino] carbonyl] - 
3-(methylamino)-3-oxopropyi)-, I, l-dim«thylethyl ester (9CI) (CA INDE3C 
NAME) 

Absolute stereochenlstcy. 
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ACCESSION NUMBER: 1994:579258 CAPLUS 

DOCUMENT NUMBER: 121:179258 

TITLE: N-(alkanoylamlno-2-hydroxypropyl)sulfonaaide9 useful 

as HIV protease inhibitors 
XNVENTOR(S): Vazquez, Michael L.; Mueller, Richard A.j Talley, John 

J.; Getman, Danielr Decrescenzo, Gary A. i Freskos, 

John N. 

PATENT ASSIGNEB(S): G.D. Searle and Co., USA) Monsanto Co. 

SOURCE: PCT Int. Appl., 103 pp. 

CODEN: PIXX02 
DOCUMENT TYPE: Patent 
LANGUAGE: EngUsh 
FAMILY ACC. NUM. COUNT: 2 
PATENT INFORMATION: 


PATENT HO. 



KIND 

DATE 

APPLICATION HO. 


DATE 

VO 

9404491 



Al 


19940303 

W> 1993-US7815 


19930825 


V: AT, 

AU, 

BB. 

BG, 

BR, 

BY, CA. 

CB, CZ, DE. OX, ES, 

FI, 

GB, HU, JP, 


KP, 

KR, 

KZ, 

LX, 

LU, 

KG, MN, 

KV, NL, NO, NZ, PL, 

PT, 

RO, RU, SD, 


SE, 

SK, 

UA, 

US, 

VN 






RV: AT, 

BE, 

CH, 

DE, 

DK, 

ES, FR, 

GB, GR, IE, IT, LU, 

KC, 

NL, PT, SB, 


BF, 

BJ, 

CF, 

OG, 

CI, 

CM, GA, 

GN, ML, KR, NE, 5N, 

TO, 

TG 

EP 

656886 



Al 


19950614 

EP 1993-920213 


19930824 

EP 

656886 



Bl 


19970625 





R: AT, 

BE, 

CH, 

DE, 

OK, 

ES, FR, 

GB, GR, IE, IT, LI, 

LU, 

NL, PT, SE 

JP 

08S00824 



T2 


19960130 

JP 1993-506531 


19930824 

AT 

1S4800 



E 


19970715 

AT 1993-920213 


19930824 

ES 

2103488 



■t3 


19970916 

ES 1993-920213 


19930824 

AU 

674702 



B2 


19970109 

AU 1993-50819 


19930825 

AU 

9350819 



Al 


19940315 




RU 

2130016 



CI 


19990510 

RU 1995-106823 


19930825 

NO 

9500670 



A 


19950222 

NO 1995-670 


19950222 

Fl 

9500843 



A 


19950223 

FI 1995-841 


19950223 

PRIORITY APPLN. 

INFO.: 




US 1992-935490 


A2 19920825 








WO 1993-US7915 


V 1993082S 


OTHER SOURCE (S): NARPAT 121:179258 

GI 



AB The title con^s. R33(R34)X1C<:Y1) (CH2) tC(R31) {R32)C(R30) (R1)C(:Y)N(R6)C(R 
2)HC(OH)HCH2N(R3)S(0)BR4 (Rl - H, CH2502NH2, C02Ke. CONHMe, OONMe2, etc.» 
R2 - alkyl, aryl, cycloalkyl, (un) substituted cycloallcylalkyl and 
arylalkylf R3 - H, allcyl, haloallcyl, alkenyl, alkynyl, hydroxyalkyl, 
alkosyalkyl, cycloalkyl, etc.* R4 - alkyl, haloalkyl alkenyl, alkynyl, 
hydroxyalkyl, alkoxyalkyl, cycloalkyl etc.i R6 - H, «lkyl> R30-R32 - Rlt 
R1R30R31 - cycloalkyli R1R30R32C - cycloalkyli R33, R34 - B, R3i R33R34X1 


L12 ANSWER 117 OF 126 CAPLUS COPYRIOTT 2005 ACS on STN (ConUnued) 

- cycloalkyl, acyl, heterocyelyl, etc.; XI - O, N, CR17i R17 - H, alkyl) 
Y, Yl - 0, S, NR15» RIS - H, R3i t - 0, ll ii - 0-2], useful as HIV 
protease inhibitors for the treatment of AIDS, are prepd. Thus, 
sulfonamide I was prepd. and demonstrated ICSO against BXV protease of 1 
nool. 

IT 15744«-05-4 157446-06-S 1S7446-07>S 
lST446-0eO I57446-09-8 1S74T4-44-7 

RL: RCT (Reactant)i RACT (Raactant or reagent) 
(HXV protease inhibitor) 
RN ' 157446-05-4 CAPLUS 

CN Butanediamide, N4-[ (1S,2R) -2-hydcoxy-3-[ [ (4-nethoiiyphenyl)8Ulfonyl] (3- 
methylbutyl) amino] -l-(phenylm«thyl) propyl] -2. 2, 3-trinethyl-, (3R)> {9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 157446-06-5 CAPLUS 

CN Butanoic acid, 4-[ [2-hydroxy-3-[ ( (4-raethoKyphcnyl)sulfonyl] (3- 

methylbutyl) amino] -1- (phenylnethyl) propyl] amino] -2, 2, 3-trimethyl-4-oxo-, 
phenylnethyl ester, [1S-[1R*(S*),2S*]]- {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



He 


Me 0 


RN 157446-07-6 CAPLUS 

CN Butanediamide, N4-( {lS,2R)-3-[ ( (4-fluorophenyl)sulfonyl] (3- 

nethylbutyl) amino] -2-hydroicy-l- (phcnylmcthyl) pro^l] -2, 2, 3-trimethyl-, 
(3R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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,NH2 


Me O 


RN 157446-08-7 CAPLUS 

CN Butanoic acid, 4>[(3-[[(4-fluorophenyl)3ulfonyl] (3-methylbutyl}amino]-2- 
hydroxy-1- (phenylnethyl) propyl) amino] -2, 2, 3-triBethyl-4-oxo-, phenylmethyl 
ester, [1S>{1R* (5*) .2S*])- (9CX) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 157446-09-8 CAPLUS 

CN Butanoic acid, 4- [ [3-{ { (4-f luorophenyl) sulfonyl] (3-methylbutyl) aminoJ-2- 
• hydroxy-l- (phenylmethyl) propyl] amino) -2,2, 3-trimethyl-4-oxo-, 
[1S-[1R*(S*).2S*]]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 157474-44-7 CAPLUS 

CK Butanoic acid, 4- [ I2-hydroxy-3-{ [ (4-methoxyphenyl) sulfonyl] (3- 

methylbutyl) amino] -1- (phenylmethyl) propyl] amino] -2, 2, 3-trimethyl-4-oxo-, 
[1S-{1R*(S*),2S*]]- (9CI) (CA INDEX NAME) 


Absolute stereochemistry. 
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(Continued) 
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IT 157445-96M>P 15744S-97-1P 1S744S-98-2P 
X5744S''»9-3P 197446-00-9P 1S744S-O1-0P 
ta7446<-02-l» l57446-03'-2» 157446-04'aP 

RL: BAC (Biological activity or effector, axcapt adverse) i BSU (Biological 
study, unclassified)} SPN (Synthetic preparation)! THU (Therapeutic use); 

BIOL (Biological study) > PREP (Preparation); USEIS (Uses) 
(preparation of, as HIV protease inhibitor) 
RN 157445-96-0 CAPLUS 

CN Butanedianide, N4-( (IS, 2R) -2-hydroKy-3- [ (3-methylbutyl) (phenylsulf onyl) ami 
no]-l-(phenyliiiethyl)propyll-2,2,3-triRetbyl-, (3R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 157445-97>1 CAPUIS 

CN Butanoic acid, 4- [{2-hydr«ty- 3- [ (3-Mthylbutyl) (phenylsulf onyl) aaino} -1- 
(phenylnethyl) propyl] amino} -2, 2, 3-triBethyl-4-oso-, phenylmethyl ester, 
tlS-tlR*(S*),2S*))- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



«N 1S7445-98-2 CAPLUS 

CN Butanoic acid, 4- [ [ (IS. 2R) -2-hydrQsy-3- [ (S-methylbutyl) (phenylsulf onyl) ami 
no]-l-(phenylmathyl)propyl]aalno]-2,2,3-trlmethyl-4-oxo-. (3R)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



He Me 


RN 1S7445-99-3 CAPLUS 

CN Butanoic acid, 4- [ [2-hydrojcy-3- [ (2-me thy Ipropyl) (phenylsulf onyl) amino) -1- 
(phenylmethyl) propyl] amino] -2, 2, 3-triraethyl-4-oxo-, phenylmethyl ester, 
[1S-[1R*(S*),2S*]]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



<y^Ph 


RN 1574 4 6-00-9 CAPLUS 
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CN Butanoic acid, 4>[(2-hydroxy-3-[ (2-methylpropyl) (phenylsulf onyl) amino] -1- 

(phenylmethyl) propyl} amino] -2, 2,3-trimetlqrl-4-oxo-, [IS- [IR* (S* ) . 2S*] } - 

(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


L12 ANSWER 117 OF 126 CAPLUS COPYRIGHT 2005 ACS on STN (Continued) 
CN Butanoic acid, 4- [ (2-hydro3iy-3-[ ( (4-methoxyphenyl) sulfonyl) (2- 

oethylpropyl) amino] -1- (phenylmethyl) propyl] amino) -2, 2, 3-trimethyl-4-oito-, 

[1S<-{1R*(S*),2S*]]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


S=O0H 

M. Urn. '1 


RN 157446-01-0 CAPLUS 

CN Pcopanediamide, N- [2-hydroxy-3-( (2-methylpropyl) (phenylsulfonyl) amino} -1- 
(phenylnethyl) propyl] -2-methyl-, I1S-(1R* (S*) ,2S»] J- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 157446-04-3 CAPLUS 

CN Butanediamide, N4-( (IS, 2R)-2-hydroxy-3- [ [ (4-methoifyphenyl) sulfonyl} (2- 

methylpropyl) amino] -1- (phenylmethyl) propyl] -2, 2, 3- trimethyl-, (3R) - (SCI ) 
(CA INDEX NAME) 

Absolute stereochemistry. 


\//^ n Ma Me 

Bu-i Jl^^^ ^NH2 



RN- 157446-02-1 CAPLUS 

CN Butanoic acid, 4-[ (2-hydroxy-3- [ [ (4'methoxyphenyl) sulfonyl] (2- 

nethylpropyl) amino] -1- (phenylmethyl) propyl] amino] -2, 2, 3- trimethyl-4>oxo-, 
phenylmethyl ester, [1S-{1R*(S*),2S*]]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



6h Ph 


RN 157446-03-2 CAPUIS 


L12 ANSWER 118 07 126 
ACCESSION NUMBER: 
DOCUHENT NUMBER: 
TITLE: 

INVE^^■OR(S) : 

PATENT ASSIGNEE(S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

PiVflLY AOC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 

WO 9204371 

W: AT, AU, BB, 

KR, LX, LU, 

RW: AT, BE, BF, 

GR, IT, LU, 


CAPLUS CQPYRIGHr 200S ACS on STN 
1992:551397 CAPLUS 
117:151397 

Preparation of peptides aa kinlnogenasa inhibitors. 
Szellce, Michael; Evans, David Michael) Jones, David 
Michael 

Ferring Peptide Research Partnership KB, Sved. 

PCT Int. Appl., 68 pp. 

CODEN: PIXXD2 

Patent 

English 

1 


AU 9184 387 
HU 64084 
JP 06501461 
EP 652893 


ZA 9107096 
NO 9300731 
PRIORITY APPLN. i; 

OTHER SOURCE (S): 
GI 


AT, BE. CH, 


laND DATE 

Al 19920319 
BG, BR, CA, CH, CS, 
HC, MG, HN, MW. NL, 

BJ, CF, CG, CH, CI, 
ML, MR, NL, SE, SN, 
Al 19920330 
A2 19931129 
T2 19940217 
Al 19950517 
DE, DK, ES, PR, GB, 
A 19920429 
A 19930507 


APPLICATION NO. 


DATE 


MARPAT 117:151397 


WO 1991>GB1479 
DS. DK, ES, FI, 
NO, PL, RO, SO, 
at, DE, OX, ES, 
TO, TG 
AU 1991-84387 
HU 1993-610 
JP 1991-514802 
EP 1991-915557 

GR, IT, LI, LU, 
ZA 1991-7096 
NO 1993-731 
GB 1990-19558 
WO 1991-GB1479 


19910902 
GB, HU, JP, KP, 
SB, SU, US 
PR, GA, GB, GN, 

19910902 
19910902 
19910902 
19910902 

NL, SB 

19910906 
19930226 
A 19900907 
A 19910902 




AB The title conpds. [If R - H, alky If Rl - basic amino acid side chainf A - 
terainal amino acyl, terminal imino acylf B - D- or L- amino acid reslduet 
Y - binding enhancing or carbonyl activating group prefer^ly selected 
from H, allcyl, fluoroalkyl, etc.f trith provisos], useful as kininogenase 
inhibitors (no data), are prepared BOC-Arg (Z) 2-OH (Z - benzyloxycarbonyl) 
was condensed with ClC02Bu>i, the product was deprotected and then 
condensed with BOC-Cha-ONSu (Cha - 3-cyclohexylphenylalanine residue), the 
product was deprotected and then reacted with Z (NMe) -D-Phe-OH, the product 
was treated with Dess Martin Periodinane, and the product was hydrogenated 
over Pd/C to give MeO-Phe-Cha-Arg-H. 

IT 14311B-37-1F 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(preparation of, as icininogenase inhibitor) 

RN 143115-37-1 CAPLUS 

CN L-Phenylalaninaraide, D-proIyl-N- [4- [ (arainoirainonethyl) amino] -1- 

{ [butyl (butylsulfonyl) amino] acetyl] butyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. ' 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (5): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 


CAPLUS COPYRIGHT 2005 ACS on STN 
1992:449265 CAPLUS 
117:49265 

Preparation of dipeptide renin inhibitors 

Toyoda, Tatsuo; Fujioka, Toshihiroi Hayashl, Kuniof 

Nakaffiura, Masuhisai Hashimoto, Naofuml 

Shionogi and Co., Ltd., Japan 

Eur. Pat. Af^l., 117 pp. 

CODEN t EPXXDtf 

Patent 

EngUsh 

1 


PATENT NO. 

KIND 

DATE 

APPLICATION NO. 

DATE 

EP 468641 

A2 

19920129 

EP 1991-305763 

19910626 

EP 468641 

A3 

19930113 



Rr AT, BE, CH, 

DE, DK 

BS, FR, GB 

GR, IT, LI.LU, 

NL, SE 

CA 2045008 

AA 

19911229 

CA 1991-2045008 

19910619 

US 5194608 

A 

19930316 

US 1991-719492 

19910624 

AU 9179304 

Al 

19920102 

AU 1991-79304 

19910626 

AU 64 3036 

B2 

19931104 



HU 58346 

A2 

19920228 

HU 1991-2166 

19910627 

JP 0S009162 

A2 

19930119 

JP 1991-156764 

19910627 

JP 2997095 

B2 

20000111 



US 5223615 

A 

19930629 

US 1992-974212 

19921110 

US 527226B 

A 

19931221 

US 1992-974211 

19921110 

AU 934 4890 

Al 

19931125 

AU 1993-44690 

19930826 

AU 65368 2 

B2 

19941006 



PRIORITY APPLN. INFO.: 



JP 1990-172050 

A 19900628 




US 1991-719492 

A3 19910624 


OTHER SOURCB(S)t 


MARPAT 117:49265 
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RL: SPN [Synthetic preparation) f PREP (Preparation) 

(prepn. of, as intermediate for peptide renin inhibitor) 
RN 141597-65-1 CAPLUS 

04 Carbamic acid, (2-[ [1- (cycloheicylraethyl) -2-hydroxy-3- [ (4- 

morpholinylsulf onyl) amino] propyl] amino] -2-oxo-l- (4-thia20lylroethyl) ethyl) 
, 1,1-dimathylethyl ester, [IS- [IR* (R*) , 2R*] ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 141597-66-2 CAPLUS 

CN 3-Thia-2,4,8,ll-tetraazadodecan-12-oie acid, 7- (eyelohexylmethyl) -6- 

hydroxy-2-n«thyl-9-oxo-10-(4-thiazolylmethyl)<>, 1,1-diDethylethyl ester, 
3,3-dloiiide, [6S-(6R*,7R*,10R*) (9CI) (CA INDEX NAME) 


0 OH 
II I 
NH-O-OBu-t CH-CH2- 
I I 
CH2- CH- C NH- CH- CH; 


* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

AB Title coopds. [It Rl - (substituted) (cyclo) alkyl, alkenyl, alkynyl, 

heterocyclyl: R2 - (substituted) carbamoyl, aryl, heterocyclyl, alkyl, 
alkylthlomethyl, alkylthioj R3 (substituted) aryl, 5- to 6-aembered 
heterocyclyli R4 - RSS02, R5C0; R5 - (substituted) aryl, (cyclo) alkyl, 
alkenyl, alkynyl, heterocyclyl; X - CH2, NH, O. S; Y - CO, NHS02], were 
prepared Thus, N- (tert-butoxycarbonyl) cyclohexylalanlnal was condensed with 
4-acetylpyridine using NaN(SlMe3)2 and 15-crown-5 In THF to give a mixture 
of aldol condensation epimers, which was treated with H2C:C(Me)0Me and 
p-MeC6H4503H to give oxazolldina II (BOC - He3C02C) . This was 
successively reduced with NaBH4, deketalized with HCl or CF3C02H, coupled 
with B0C-His(Tos)-0H (Tos - tosyl) , and oxidized with Hn02 to give 
Intermediate III. Ill was N-deprotected with CF3C02H, acylated with 
3-tert-butyl3ulfonyl-2S-phenylpropionic acid, and N' -deprotected with 
pyridinium hydrochloride to give title compound iv. i at 15 mg/kg orally in 
monkeys pretreated with furosemide gave 33-99t inhibition of renin. 
Several I at 1-100 mg/kg orally or i.v. effectively reduced blood pressure 
in monkeys. 

IT 14I5»7-«S*1P 141597-60-2P 141597-C7-3P 
141597-6B-4P 141S97-69-SP 141S97-70-SP 
141S97-71-9P 141597-72-OP 141597-73-lP 
141S97-74-2P 141597-7S-3P 141S97-7S-4P 


RN 141597-67-3 CAPLUS 

CN Carbamic acid, [2- [ [1- (cycloheitylmethyl) -2-hydrOKy-3-[ (3- 

pyridinylsulf onyl) amino] propyl] amino) -2-oko-1- (4-thiazolylmethyl) ethyl] 
1,1-dimathylethyl ester, [15-[1R* (R*) ,2R*] ) * (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 


RN 141597-68-4 CAPLUS 

CN Carbamic acid, [ 2- [ [1- (eyelohexylmethyl) -2-hydro]iy-3-[ (2- 
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thltnylsulfonyl) «aino]propyXl amino] -2-oso-l- (4-thiazolylBetfayl) athyX] 
l,l-flicMthyl«tliyl aster, (1S-(1RMR*).2R*]1- (9CI) (CA INDSC NAME) 

Absolut* staraochamistry. 



O O 


RM 141597-69-S CAPLUS 

CN Cacbamic acid, (2- ( [1- (cyclohexylraethyl) -2-hydroKy-3-( (8- 

qtilnolinylaulf onyl) amino] propyl) amino] -2-oxo-l- (4-thiazolylaethyl) ethyl] 
l.l-dim«thylethyl ester. [1S-[1R* (R*) ,2R*] ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 141597-70-8 CAPLUS 

CN Carbamic acid, [2-[ [l-<cyclohexylmethyl)-2-hydroxy-3- 
[ (phenylsulf onyl) amino] propyl] amino] -2-oxo-l- {4-thiazolylmetbyl) ethyl) 
1,1-dimethylethyl ester. [1S-[1R* (R*) .2R*) ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 141597-71-9 CAPLUS 

CN 10-Thia-2,S,9-triazadodacanolc acid, 6- (cyclohexylmethyl)-7-hydroxy-12-(4- 
aocpholinyl) -4-OXO-3- (4- thiazolylaethyl) 1. 1 -dime thyle thy 1 ester, 
10.10-dioxide. [35- (3R*.6R*,7R*}1- (9CZ} (CA INDEX NAME) 

Absolute stereochemistry. 



RN 141597-72>0 CAPLUS 

CN 10-Thia-2,5,9-triazatridecanoic acid, 6- (cyclohexylmothyl) -7-hydroKy-13- (4- 
morphoiinyl)-4-oxo-3-(4-thiazolylBethyl)-, 1, 1 -dine thyle thyl ester. 
10, 10-di oxide, [3S-(3R*,6R*,7R*) }- (901) (CA INDEX NAME) 

Absolute stareochenistry. 



OH 


RN 141597-73-1 CAPLUS 

CN 10-Thia-2,S,9, 13-tetraazaCetradecanoic acid. 6- (cyclohexylmethyl) -7- 

hydroxy-13-methyl-4-oxo-3- (4-thiazolylraethyl) -, 1, 1 -dime thyle thyl ester, 
10,10-dioxlde, [3S-(3R*,6R*,7R*)]- (9CI) (CA INDEX NAME) 
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Absolute staraoehemlstEy. 



RN 141597-74-2 CAPLUS 

CN 10-Thia-2,5,9-triazaundBcanoic acid, 6- (cyclohexylmethyl) -7-hydroxy-4-oxo- 
3-(4-thiazolylmethyl)-, 1,1 -dime thyle thyl ester, 10, 10-di oxide, 
[3S-(3R*,6R*,7R*)]- (9CI) (CA INDEX NAME) 

Absolute staraochemistcy. 



RN 141597-75-3 CAPLUS 

CN 10-Thia-2,5,9-triazatetradecanoic acid, 6- (cyclohexylmethyl) -7-hydroxy-4- 
oxo-3-(4-thiazolylmethyl)-. 1,1-dime thyle thyl ester, 10, 10-dioxide, 
[3S-(3R*,6R*,7R*)]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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(Continued) 


RN 141597-76-4 CAPLUS 

CN Carbamic acid, { 2-1(1- (cyclohexylmethyl) -2- hydroxy-3- 

( (phenylsulf onyl) amino] propyl] amino) -1- C (2-mathyl-4-thiazolyl) methyl] -2- 
oxoathyl]*, 1, 1-dimethylethyl aster, (1S-[1R« (R*) ,2R*]]- (9CI) (CA INDEX 
NAME) 

Absolute staraochemistcy. 



141.S96-68-1P 141596-69-2P 14i59«-70-57 
1415»6-7i-6P 141596-72-7P 141596-73-eP 
141596-74-9P 141S9«'-75-0P 141596-76-lP 
141596-'77-2P 141596-78«>3P 141SM-79-4P 
141596'eO-7P 14iS96-ai>ep 1418M-82>9P 
i41596-S3-0P 141598-e4-lP 141625-04-9P 
142003-00-7P 

RL: BAC (Biological activity or effector, except adverse)) BSU (Biological 
study, unclassified)/ SFN (Synthetic preparation)/ BIOL (Biological 
study) I PREP (Preparation) 

(preparation of, as renin inhibitor) 
141596-68-1 CAPLUS 

L-Alaninanide, N- (4-morpholinylsulfonyl) -L-phenylalanyl-N-[l- 

( cyclohexylmethyl) -2«hydroxy-3- [ (4-morpholinylsulfonyl) amino} propyl] -3- (4- 

thiazolyl)-, IS-(R»,R*)]- (9CI) (CA INDEX NAHE) 


0 Ph-CH2 

^ II I 

N S- NH-CH- C- 

U '1 'J 


9 


- NH- CH- C- NH- CH- CH- CH2- NH- S- 
iZ OH O 


-O 


141596-69-2 CAPLUS 

L-Alaninamide, N- (4-morpholinylsulfonyl) -3- (l-naphthalenyl)-L-alanyl-N-[l- 
(cyclohexylmethyl) -2 -hydroxy- 3- [ (4-morphollnyl8ulfonyl) amino] propyl] -3- (4- 
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thiazolyl)-, [S-(R*,R*))- (9CI) (CA INDEX NNfB) 
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0 


= 0 


TO 


m • 141596-70-5 CAPLUS 

CM L-Alanlnanide, N- (4-iBorphoLinyl3ulfonyl) -L-phenylalanyl-N-Cl- 
(cyclol1exylmethyl) -3'[ [ (dinethylamino) sulfonyl] aolno] -2-hydroxyprc^l] -3- 
(4-thiazolyl)-, [S-(R*,R*)]- (9CI) (CA INDEX NAHB) 


V" 


O I 
0 f > — CH2-CH-MH-C-CH-M»-C-CH— NH- 


0 


141S96-71-6 CAPLUS 

L-Alaninaiaide, N-( (l,l-diiaethylethyl)sulfonyl)-L-ph«nylalanyl-N-[l- 
(cyclohexylnathyl) - 3- 1 ( (dinethylamino) aulf onylj amino] -2-hydroxypropyll -3- 
(4-thiazolyl)-. (S-(RSRM]- (9CZ) (CA INDEX NAME) 


t-Bu-S-KH 


Ph-CH2-CH-C-NH 


, 0 CH-CH2-NH-S- 
\ II I II 

CH2-Ca-C-KH-Ca-CH2 0 


RN 141596-72-7 CAPLUS 

CN L-Aianinanide, N- (4 -morpholinylsulfonyl) -L-phenylalanyl-N-fl- 
CcycloheKylmethyl) -2-hydroicy-3- [ (3-pyridlnyIsulfonyl) amino] propyl] -3- (4- 
thiazolyl)-, t5-(R*,R*)]- (9CI) (CA INDEX NAME) 


p Ph-CH2 


9 


L S-NH--CH-C-NH-CH-C-NH-CH-CH-CH2-NH-S — (^^^ 

^11 II I I 11^ i 

(An 


141596-73-fl CAPLUS 

L-Alaninamide, N- (4-iBorphoUnylacetyl) -3- (l-naphthal«nyl) -L-alanyl-N- [1- 
(cyclohaxyliBethyl)-2-hy(lraxy-3-[ (3-.pyridinylsulfonyl) amino] propyl] -3- (4- 
thiazolyl)-, [S-(R*,R*)]- (9CI) (CA INDEX NAHB) 
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PAGE 1-A 

NH 

CH2 

CH-OH 


c^o 



PAGE 2-A 


RN 141596-74-9 CAPLUS 

CN 4-Thiazolepropanamide, N-(l- (cyclohexylmethyl) -2-hydroxy-3-I (B- 
quinolinylsulf onyl) amino] propyl] [ [2- U (1» 1* 
dine thy 1« thy 1) sulfonyl] methyi] -l-oxo-3-phenylpropyl} amino] 
[lS-[lR*(RMR*)]r2R*]}- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 


L12 ANSVER 119 OF 126 CAPLUS C0PYRI6BT 2005 ACS on STN (Continued) 



RN 141596-75-0 CAPLUS 

CN 4-Thiazolepropar>amide, N-(l- (cyclohexylmathyl) -2-hydroxy-3-l (2- 
thienylsulfonyl) amino) propyl] -«-[(2-[ [ (1, 1- 
dimethylethyl) sulfonyl] methyl] -l~oxo-3-phenylpropyl] amino] 
[1S-(1R*[R*(R*)],2R*]]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 141596-76-1 CAPLUS 

CN 4-Thiazolepropanamide, N- [1- (cyclohexylmethyl) -2-hydrojiy-3- 
t (phenylsulfonyl) amino] propyl] -«- ( (2- 1 1 (If 1- 
dinethylethyl) sulfonyl] methyl] •l>oxo-3-phenylpropyl] amino] 
(1S-[1R*[R*(R*)},2R*]]- (9CI) (CA INDEX NAME) 

Absolute stereochenistq^. 
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(Continued) 
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(Continued) 



RN 141596-77-2 CAPLUS 

CN 4-Thiazolepropanaiid.do, N- (1- (cyclohexylmethyl) -2-hydroxy-3- 
t (phenylsulfonyl) amino] propyl] -«-l(2-({ (1,1- 

dioethylethyl) sulf onyl] nethyl] -l-oxo-3-phenylpropyl}aaino) -2-nethyl-, 
[lS-[in*[RMR*)]r2R*]]- (9CI) (CA INDEX NANS) 

Absolute stereochemistry. 



1.1 "^^z 


141596-78-3 CAPLUS 

L-Alaninamide, N- (4-morpholi.nyisulf onyl) -L-phenylaianyl-N- (l- 
(cyclohesylnethyl) -2-hydroiiy-3-[ [ [2- (4-morpholinyl) e^l] sulf onyl] amino] pr 
opyl]-3-(4-tlliazolyl)-, [S-(R*,R*)]- (9CI) (CA INDEX NAHB) 


O Ph-CH2 
f'^N — S-HH-CH-C-WH-CH— C- 


9 


li 


I 

?H2 


r 


CBz— KH— S- CHj— CH2— 


-O 


141596-79-4 CAPLUS 

L-Alaninamido, N- (4-inorphollnyl3ulfonyl) -L-phenylalanyl-H- [1- 
(cyclohexylaethyl) -2-hydcoxy-3- [ [ (3- (4-inorphoUnyl) propyl] sulf onyl] araino] p 
ropyi)-3-(4-thiazolyl)-, [S-(R*.R*)1- (9CI) (CA INDEX NAKE) 


O Ph-CH2 
n S-NH-CH-C-NH-CH-O 


II 


9 

r 

:-NH-CH-C 


-CH2-HH-S-(CH2)3 
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RN 141596-80-7 CAPLUS 

CN L-Alanin amide, N- (4-morpholinylacetyl) -3- (1-naphthalenyl) -L-alanyl-N-[l* 

(cyclohexylmethyl) -2-hydroicy-3-( [ [3- (4-oiorpholinyl) propyl] sulf onyl] amino] p 
copyl)-3-{4-thiazolyl)-, [5-(R*,R*)}- (9CI) (CA INDEX NAMEl 
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PAGE 2-A 


(3t-CH; 


Of-MH-C-CHz — N''^ 


r 
r 

CH-OH 


RN 141596-81*8 CAPLUS 

CN L-Alaninamide, N-(4-inorpholinyiaulfonyl)-L-phenylalanyl-N-(l- 

( cyclohexylmethyl) -3- 1 [ [2- (dimethylamino) ethyl] sulfonyl] amino) -2- 
hydroxypcopyl]-3-(4-thiazolyl)-. [S-(R*,R*)]- (9CI) (CA INDEX NAME) 


11 I 
-CH2-ji NH-CH2-CH 


O CH2 O CH2-Ph O 
IM III 


a I II I II I 

CH2- CH- NH- C- CH- NH- C- CH- 



RN 141596-82-9 CAPLUS 

CN 4-Thiazolepropanamide, N- [1- (cyclohexylmethyl) -2-hydroxy-3- 
[ (methylsulf onyl) amino] propyl] -a- [ ( 2- [ [ (1, 1- 
dimethylethyl) sulfonyl] methyl] -l-oxo-3-phenylpropyl] amino] 
[1S-[1R*{R*(R*)],2R*]]- (9CI) (CA INDEX NAKE) 


Absolute stereochemistry. 
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RN 141596-83-0 CAPLUS 

CN 4-Thiazol«propanaAide, N-[3-[ (butylsulfonyl) amino] -1- (cyclohe]cyIjaethyl)-2- 
hydrozypropyl) -«-((2-( ( (1, l-dimethylethyl) sulf onyl] methylj -l-oxo-3- 
phenylpropyDaaino)-. [lS-[lR*(n* (R*)) ,2R*)1- {9CI) (CA INDEX NAME) 

Absolute stereocheHlstry. 



RN 141596-84-X CAPLUS 

CN 4-Morptiolinebutanaaide, N-[2-[ [3-{ (butylsulfonyl) aaino] -1- 
(cyclohexylmethyl) ■>2-hydroicypropyl] aminoj -2-oxo-l- <4- 
thiezolylfflethyl) ethyl] -a- (l-naphthalenylnethyl) - 
[1S-[1R*[R*(S*)].2R*]1- (9CX) (OA INDEX NAHE) 

Absolute steceocheaistry. 



141625-04-9 CAPLUS 

L-Alanlnaslde, N* (4-morphoUnylacetyl) -3- (1-naphthalenyl) -L-alanyl-N- [1- 
(cyclohesylsethyl) -2'hydroKy-3- [ ( [2- (4-Borphollnyl) ethyl] sulfonyi] aadnolpr 
apyl]-3-H-thiaEolyl)-, {S-(R*,R*)]- (9CI) (CA INDEX NAME) 


0 


NH 

CH2 
CH-OH 
CH-CH2- 
NH 


L12 ANSVER 119 OF 126 CAPLUS COPYRZ^ 200S ACS on STN (Continued) 

PAGE 2-A 


L12 ANSVER 119 OF 126 CAPLUS OOPYRXGin' 2005 ACS on STN (Continued) 

PAGE 2-A 


r 


CH2 


) O 

IH-C-CH2 ^] 


-o o 

II 


ai-MH-C-CH2 — Y 

CH2 

1 


RN 142003-00-7 CAPLUS 

CN L-Alaninaadde, N- (4-inorphQlinylacetyl) -3- (l-naphthalenyl) -L-alanyl-N- (l- 
(cyclohexylmethyl) -2-hydroxy-3-( (4-raorpholinylsulf onyl) amino] propyl] -3- (4- 
thiazolyl)-, [S-(R*.R*)1- (9CI) (CA INDEX NAME) 


0 


= 0 
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TITLE: Preparation of peptide analogs as renin inhibitors for 

treatment of hypertension and heart failure 

XNVENTOR(S): Fung, Anthony K. L. ; Plattner, Jacob J.i Baker, 

Villiao R.f Anaiger, Yoek Lini Rosenberg, Saul H.) De, 
Dlswanath* Nantei* Robert A.i Boyd* Steven A.f Kenpff 
Dale J.« et al. 

PATENT ASSIGNEE(S)t Abbott Laboratories, USA 

SOURCE: Eur. Pat. Appl., 14S pp. 

CODEN: EPXXDtf 

DOCUMENT TYPE: Patent . 

LANGUAGE: EngUsh 

FAMILY AOC. NUK. COUNT: 1 

PATEirr INFORMATION: 


PATENT NO. 



KIND 

DATE 


APPLICATim NO. 


DATE 

EP 364804 



Al 

19900425 
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Al 
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Al 
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Al 
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Al 
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LI 
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T2 
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A 
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19910404 
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A 
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OTHER 50URCE{S): HARPAT 115:232882 

GI For diagram(s), see printed CA Issue. 

AB ACHR1XCHR3C0T (A - R5CO(CH2)v, R5 - HO, alkoxy, thioalkoKy, (substituted) 
amino, alkyolsulfonyl, arylsulfonyl, heterocyclosulfonyl, heterocyclyl, 
etc.; w - 0-4) Rl - H, alkyl, alkenyl, cycloalkylalkyl, aryloxyalkyl, 
etc.) R3 - alkyl, haloalkyl, alkenyl, alkoxyalkyl. etc.i X - CH2, CHDH, 
CO, NH. O, S, etc. I T - a oinic of the Leu-Val cleavage site of 
angiotensinogen] a salt, ester, or prodrug thereof, vere prepared 
3- (4 -Morpholinyl) propyl-2 (S) - [3-tert-butoxycarbonyl) -2. 2-dlaethyl-4 (S) - 
(cyanohexylnethyl) -5 (S) -oxazolidinyl) nethyl] -3-oethylbutananide (preparation 
given) was deprotected to give the ale. vhich vas coupled with 
2(S) - [1 (S) -4- (raethoxyBfithoxy) piperidin-l-ylcarbonyl] -2- 

phenylethovy] hexanoic acid (preparation given), 1-hydroxybenzotriazole, and 
N-0ethyBorphollnfl, to give hexanaraide I. In 2 salt depleted Don|ceys 
following oral dosing, I at 3 mg/kg decreased blood pressure and plasna 
renin activity from 114 to 99 nun Hg and from 23.9 to 0.2 ng/nL/h. resp. 

IT 130316-99-3P 130317-09-8P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of, as nonpeptide renin inhibitor) 

RN 130316-99-3 CAPLUS 

CN Hexanamide, N-(l- (cyclohexyloethyl) -2-hydroxy-3- 

[0ethyl[ (Bethylamino)sulfonyl] amino] propyl] -2- (2- (4- (methoxymethoxy) -1- 
piperldinyl] -2-oxo*l- (phenylmethyl) ethoxy] [1S-[1R* [R* (R*) } « 2R*] ] - (9CI) 
(CA INDEX NAME) 
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Absolute atereochemlstry. 



RN 130317-09-8 CAPLUS 

CN Hexanamide. N- [1- (cyclohexylmathyl) -2-liydroxy-3- [ { <BethylaiBino) sulfonyl] (1- 
methylethyl) amino] propyl] >2-{2-[4- (methoxyBwthoxy)'l-plperidinyl]-^-oxo-l- 
(phenylBethyl)ethaxy] [1S-(IR*{R*<R*)),2R*]1- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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1989:193405 CAPLUS 
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Preparation of amino acid amidohydroxyalkylamides and 
pharmaceuticals containing them for the treatment of 
hypertension and hyper aldosteronism 

Raddatz, Peteri Schmitges. Claus J.) Ninck, Klaus Otto 

Merck Patent G.m.b.H., Fed. Rep. 6«r. 

Ger. Of fen., 17 pp. 

CODEN: GWXXBX 

Patent 

German 

I 


PATENT NO. 


OE 3635907 

EP 264795 

EP 264795 

R: AT, BE, CH, 

AU 8779823 

HU 47596 

HU 199875 

JP 63112548 

ZA 8707950 
PRIORITY APPLN. INFO. : 
OTHER SOURCE (S) : 


KIND DATE 

Al 19880428 

A2 19880427 

A3 19900328 
OE, ES, FR, GB. 

Al 19880428 

A2 19890328 

B 19900328 

A2 19880517 

A 19880629 


APPLICATION NO. 


OE 1986-3635907 
EP 1987-114975 

IT, LI, NL. SE 
AU 1987-79823 
HU 1987-4728 


19861022 
19871013 


19871015 
19871021 


JP 1987-265548 19871022 
ZA 1987-7950 19871022 
OE 1986-3635907 A 19861022 
CASREACT 110:193405; MARPAT 110:193405 
AB Pharmaceuticals contain hydroxy amino acid derivs. 

XZNR2CHR3CHOH(CH2) nNR4EY [I» X - H, R10CmH2mC0, RlCmH2ni02C, RlCinH2raC0, 
R1S02, etc.; Z - 1-4 amino acid residues; E - CONH, CSNH. C02, S02, S02NH, 
etc.; Y - R5, C02R6. C0NR7Ra, etc.i EY - pyrroUdinocarbonyl, 
piperidinocarbonyl, morpholinocarbonyl, pyrrolidinosulfonyl, etc.; Rl. R3, 
R6, R7, R8 - H, alkyl, acyl, arylalkyl. heterocyclyl, heterocyclylalkyl, 
cycloalkyl, bicycioalkyl, etc.; R2, R4 - H, alkyl; R5 - H, alkyl, aryl, 
arylalkyl, cycloalkyl, cycloalkylalkyl; m - 0-5; n - 1, 2. I are used for 
the treatment of renin-dependent hypertension and hyperaldosteronism (no 
data) . ' l-Bromo-3S-BOC-amino-4-cyclohexylbut8n-2-one vas treated vitb NaN3 
In DMF at 0* to give l-azido-3S-B0C-amlno-4-cyclohexylbutan-27ona) 
the latter vas reduced with NaBH4 and the resulting epimers vera resolved 
by chromatog. to give l-azido-3S-B0C-8raino-4-cyclohexylbutan-2S-ol and 
this vas hydrogenated to give l-amino-3S-B0C-amino-4-cyclohexylbutan-2S- 
ol. 'The latter was treated with isopentyl isocyanate, the BOC group was 
removed vith 4N HCl in dioxane, the product vas treated with 
BOC-(imi-0NP-His)OH to give N-isopentyl-N'-(2S-hydroxy-3S-[BOC-(imi-DNP- 
Kis) amino] -4 -cyclohexylbutyl] urea. This was deprotected and solvolyzed to 
give N-i8opentyI-N«-(2S-hydroKy-3S-(B0C-Phe-Hi8) amino-4- 
cyclohexylbutyl]urea (I). A solution containing 100 g x and 5 g Na2HP04 in 

3 L 

H20 at pH 6.5 was filled into ampules containing 500 mg I each. 
IT 120195-54-2P 120195-83-7P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation and partial deprotection of) 
RN 120195-54-2 CAPLUS 

CN L-Histidinamide, H- [ (1, 1 -dime thy lethoxy) carbonyl} -L-phenylalanyl-N- [1- 

(cyclohexylnethyl) -2-hydroxy-3- [ ( (l-oethylethyl) sulfonyl] aminolpropyl] -1- 
(2,4-dinitrophenyl}-, [S-(R*.R*)]- (9CI) (CA INDEX NAME) 
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(Continued) 


CH-CH2-NH-S-Pr-i 



120195-83-7 CAPLUS 

L-Histidinamide . N- { (1 , 1 -dime thylethoxy) ca rbonyl] - L-phenylalanyl-N- { 1- 
(cyclohexylmathyl) -2-hydroxy-3-[ [ (1-methylethyl) sulfonyl] amino] propyl) -1- 
[(phenylmethoxy) methyl]-, [S-(R*,R*)]- OCX) (CA INDEX NAME) 


t-BuO-C-NH 


Ph-CH2-CT-C-NH 


OH O 
1 It 
CH-CH2-NH-S-Pc-i 
I II 


Ph— CH2— O— CH2 


CH2— CH— C— NH— CH 


IT 12019S-53-1P 

RL: SPN (Synthetic preparation)! PREP (Preparation) 

(preparation of, as intermediate for amino acid (amidohydroxyalkyl) 
antihypertensives) 
RN 120195-53-1 CAPLUS 

CM 10-Thia-2,5,9-triazadodecanoic acid, 6- (cyclohexylmethyl) -3-t [1- (2. 4- 
dinltrophenyl) -lH-imidazol-4-yl] methyl] -7-hydroxy-ll -methyl- 4 -oxo-. 
1,1-dlnethylethyl ester, 10,10-dlaxlde, [3S-(3R*,6R*,7RM1'- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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12019S-52-0P 

RL: SPH (Synthatic preparation); PREP (Preparation) 

(preparation of, for treatment of hypertension and hypecaldosteronism) 
120195-52-0 CAPUJS 

L-Histidinaoide, N-( (1,1 -dime thy lethoxy)carbonyl ] -L-phenylalanyl-N-Il- 
(cycloheBylaethyl) -2-hydro]iy-3- [ [ (1-methylethyl) sulf onyl] amino] propyl] - , 
[S-(R*,R*)}- (9C1) (CA INDEX NAME) 


O 
II 

t-BuO-C-NH 0 
I II 
Ph- CH2-CH-C- 


O CH-CH2- 
II I 
Caz- CH- C- NH- CH- CH2 


-NH-^-Pr-i 


6 
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1989:173760 CAPLUS 
110:173760 

Preparation of renin-inhibiting peptides 

Hagenbach, Alexander; Metternich, Rainert Pfenniger, 

Enilf Veidraann, Beat 

Sandoz A.-G., Switz. 

Brit. UX Pat. Appl., B8 pp. 

OOOEN: BAXXOU 

Patent 

English 


PATENT INFORMATION: 
PATENT NO. 
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OTHER SOURCE(S) : 
61 


MARPAT 110:173760 


R0CH2 

l_0OCMe2— 

OR 


AB The title peptides A-B-C-NR1CHR2CHR3CH2-D-Y-NR4R5 [II A - R6CO, 

R7C0NHC(:l-R8R9)CO> R6 - (un)branched, (un) substituted Cl-10 alkyl, C3-7 
cycloalkyl, C3-10 cycloalkyl (Cl-5 allcyl) , C6-10 aryl, 5- or 6-nenbered 
heteroacyl (Cl-5 allcyl) containing 1 or 2 N, O, or S, or 1 N and 1 0 and/or 5 
in the heteroaryl noiety, (un) branched Cl-5 alkoxy, C6-10 aryl-Cl-5 
alkoxy, Q, R100(CH2CH20) n(CH2)Bi R - H, Acj RIO - (un) branched Cl-5 alkylf 
n - 1-20; ra - 1-5; R7 - (un) branched Cl-5 allcyl, C6-10 aryl; R8. R9 - H, 
R7; Rl - H, (un) branched Cl-5 alkyl; B, C - bond, NRlCHRllO), excluding B 
- C - bond; Rll - hydrophilic or lipophilic amino acid side chain; D - O, 
NRl, CHRl; R2 - (un) branched Cl-10 allcyl, (un) substituted C3-10 
cycloallcyl(Cl-5 allcyl), heteroaryl (Cl-5 alkyl) defined as above, 
R15S(0)s (CH2)p» R15 - H, Cl-4 alkyl, CH2Ph; s - 0, 1; p - 1, 2> R3 - H, 
OH, NH2, 02CR2; R4, R5 - H, (un)branched Cl-5 alJcyl, C6-10 aryl(Cl-5 
alkyl), heteroaryl (Cl-5 alkyl) defined as above, CHR12COR13; R12 - 
(un) branched Cl-5 (hydroxy) alkyl; R13 - OH, NH2 (un)branched Cl-5 alkoxy, 
(un) branched Cl-5 alkylamino, CH2Fh, NR4R5, 1-pyrrolidinyl, 1,-piperidinyl, 
norpholino, (N-iSubstituted) -1-piparazinyl, etc.; Y - S02, 00, PNR4R5], 
useful as renin inhibitors (no data) , were prepared A solution of 4 g 
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HeS02NMe2 in 50 mL THF was mixed at 0-5* with 20 mL 1.6M BuLi in 
hexane. After 0.5 h, 3.7 g N-tert-butoxycarbonylcyclohexylalaninal was 
added at once and was allowed to react 0.5 h to give (2R, 3S)-3-N-(tert- 
butoxyca rbonylamino) -4 -cyclohexyl-2-liydroiiy-N, N-dimt)iyl-l- 
butane sulfonamide as the main product and the (2R,3R) -isomer as a 
byproduct. 

11SS46-36-4P 118551-01-2P 118S51-04-5P 
118627-62-6? i20019-57-0P 

RL: BAC (Biological activity or effector, except adverse) t BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study) t PREP (Preparation) 

(preparation of, as renin inhibitor) 
118546-36-4 CAPLUS 

L-Ncrleucinamide, N- [ (1, l-dinethylethoxy) carbonyl] -L-phenylalanyl-N-[l- 
(cyclohexylaethyl) -2-hydroxy-3- [ [ [ (2-methylpropyl) amino] sulf onyl] amino] pro 
pyl]-, [R-(R*,S*)]- (9CI) (CA INDEX NAME) 


t-BuO-C-NH O 
I II 

Ph-CH2-CH-C-NH O 


n-Bu-CH-C-NH OH 0 
I I II 
y-s.^ CH2- CH- CH- CH2- NH- S- NHBu-i 


118551-01-2 CAPLUS 

L-Norleucinamide, N-[ (1, 1-dimethylethoxy) carbonyl] -L-phenylalanyl-N- [ 1- 
(cyclohexylmethyl) -3- [ ( (dimethylamino) sulf onyl] amino] -2-hydroxypropyll - 
[S-(R*,R*)]- (9CI) (CA INDEX NAME) 


t-BuO-C-NH 0 

I II 
Ph-CH2-CH-C- 


n-Bu-CH-C-NH OH 0 
I I II 
^ CH2- CH- CSk- CH2- NH- S- NHe2 


a 


118551-04-5 CAPLUS 

Cyclohexanepropanamide, N-tl-(t [1- (cyclohexylmethyl) -3- 

[ [ (dimethylamino) sulf onyl] amino] -2-hydroxypropylJ amino] carbonyl] pentyl] - 

[1S-[1R* (R*) ,2R*1]- (9CI) (CA INDEX NAME) 
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118627-62-6 CAPLUS 

L-Norleucinamide, N- { (1 , 1-dimethylethoxy) carbonyl] -L-phenylalanyl-N- [1- 
(cyclohesylmethyl) -2-hydroxy-3- [ [ [ (2-methylpropyl) amino] sulf onyl] amino} pro 
pyl]-* [S-(R*,R*)]- (9CI) (CA INDEX NAME) 


t-BuO-C-NH 0 
{ II 

Ph-CH2-CH-C-NH O 

I II 

n-Bu— CH-C-NH OH O 

I I II 
^ CH2- Ca- CH- CH2- NH- S- M 


a 


RN 120019-57-0 CAPLUS 

CN L-Nocleucinamide, N-benzoyl-«,^didehydrophenylalanyl-N-tl-[2- 
[ [ (dimethylamino) sulf onyl] amino] -l-hydroxy«thyl] -3-methylbutyl] - 
(R-(R*,S*)]- (9CI) (CA INDEX NAME) 


II I 
-S-NH-CH2-CH 


i-Bu- CH-NH- C- CH- B 


O NH-C-Ph 
II I 

O NH-C-C=^CH-Ph 
tl I 


Absolute stereochemistry. 
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CASREACT 110:135732} MARPAT 110:135732 


R0CH2 

j— O OCMe2— 


A-B-C-NR1CHR2CHR3CH2DYNR4R5 (I; A - R6C0, R7C0NHC ( :CR8R9) CO, sugar moiety 
Q> B, C - bond, NRlCHRlOCOi D - bond, O, NRl, CHRl; Y - 502, CO, 
P(:0)NR4R5i R •> H, Ac; Rl - K, Cl-5 alkyl; R2 - Cl-10 alkyl, (substituted) 
cycloalkylalkyl, aralkyl, heteroarylalkyl, etc.; R3 - H, OH, amino, 
alkoxycarbonyl, etc.; R4, R5 - H, Cl-5 alkyl, aralkyl, heteroarylalkyl, 
etc. I R4R5N - morpholino, plperazino, piperidino, pyrrolidine; R6 - 
(substituted) Cl-10 alkyl, cycloalkyl, cycloalkylalkyl, aryl, heteroaryl, 
etc.; R7 - Cl-5 alkyl, C6-10 aryl. R8, R9 - H, R7; RIO - hydrophiUc or 
Upqphillc amino acid sida chain], usaful as cacdlovascular agents, vara 
praparad HaS02NMa2 in THF at 0-5* vas treated with BuU and after 
0.5 h BOC-cyclohexylalaninal (BOC * Me3C02C) vas added. The nistura was 
stirred 0.5 h to give (2R, 33) -3- (BOC-aaino) -N,N*diBethyl-4-cyclohesyl- 
2-hydroicy-l-butanesulfonamide. I inhibit human plasu renin with IC50 of 
10-5 to 10-11 M. 

ll8546-36-4r liaSSl-01-2» 11SS51-02-3P 
tl85Sl-04-SP lie«27-e2-6P 

RL: BAC (Biological activity or effector, except adverse) ; B5U (Biological 
study, unclassified)} SFN (Synthetic preparation); BIOL (Biological 
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study); PREP (Preparation) 

(prepn. of, as renin inhibitor) 
RN 118546-36-4 CAPLUS 

CN L-Norleucinaraido, N-[ (1, l-dimethylethoxy)carbooyl] -L-phenyl8lanyl-N-[l- 
(cyclohexylaethyl) -2-hydroay-3- ( { [ (2-Bethylprqpyl) amino] sulf onyl] amino] p 
pyl]-» [R-(R*,S*))- (9CI) (CA INDEX NAME) 


O 
|] 

t-BuO-C-NH O 
1 II 

?h-CH2-CH-C-NH O 

n-Bu-CH-C-NH 


cr 


Caz~ CH- CH- CH2- NH- S- NHBu-i 


118551-01-2 CAPLUS 

L-Norleucinaraide, N-[ ( 1, 1 -dime thy lethony) carbonyl] -L-phenylalanyl-N-[l- 
(cycloheaylmethyl) -3-[ [ (dlmethylamino) sulf onyl] amino] -2-hydroiiyprapyl] 
CS-(R*,R*)]* <9CI) (CA INDEX NAME) 


t-BuO-C-HH 



a 


C-NH OH 0 
I 1 II 
CH2- CH- CH- CH2- NH- S- NMe2 


RN 118551-02-3 CAPLUS 

CN L-Norleucinamide, N-bentoyl-a, p-didehydcophanylalanyl-N- [l-(2- 
( t (dlmethylamino) sulf onylj amino] -1-hydroxyethyl] -3-nethylbutyl] - 
(CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 
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118551-04-5 CAPLUS 
Cyclohexanepropanamide , 
[ [ (dimethylamino) sulf onyl] a 
[1S-IIRMR*),2R*]1- (9CI) 


Absolute stereochemistry. 



t [ [1- (cyclohexylmethyl)-3- 
no] -2-hydroxypropyl] amino] carbonyl] pentyl] - 
INDEX NAME) 


RN 118627-62-6 CAPLUS 
CN L-Norleucinamide, N-[ (1, 1-diraethylethoxy) carbonyl] -L-phonylalanyl-N-(l- 

(cyclohexylraethyl) -2 -hydroxy- 3- [ [ [ ( 2-me thy Ip ropy 1) amino] sulf onyl] amino] pro 
pyl]-» [S-(R*,R*)]- (9CI) (CA INDEX NAME) 


t-BuO-C-NH 0 
Ph-CH2-CH-C-IJH O 


n-Bu~CH-C-NH OH 


CH2- CH- CH- CH2- NH- S- NHBu-i 
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US 
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A 19841203 


OTHER SOURCE(S): CASREACT 106:5439 

AB R6CONHCHR2ZCH2NR1CHR3CONR5CHRCOR4 (Z - CH(OH), CO; R, R2. R3 - H, 

(un) substituted alkyl, etc.; Rl - H, alkyl, aralkyl, cycloalkyl, etc.; R4 
- alkoxy, aralkoxy, heterocyclylalkoxy, (un) substituted amino, etc.; R5 « 
H, alkyl, aralkyl, cycloalkyl, etc.; R6 - alkyl. aralkyl, 
heterocyclylalkyl, (un) substituted aminomethyl] , useful as 
antihypertensives (no data), were prepared E.g., Q-L-Leu-L-Vai-OMe.HCl [Q • 
(2R,3S)-3-(L-hisUdylamino)-2-hydroiiy-5-methylhe]cyl] (I) was prepared, by 
solution methods, in many steps. One thousand tablets (420 mg each) were 
prepared containing I 250, cornstarch 100, gelatin 20, Avicel 50, and Hg 
stearate 5 mg. 

IT 105577-9B-8P 105577-99-9P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation) I BIOL (Biological 
study); PREP (Preparation) 

(preparation of, as antihypertensive) 

RN 105577-98-8 CAPLUS 

CN L-Valinamide. N-[3~[[N-(N-[ (1,1-dimethylethoxy) carbonyl] -L-phenylalanyl]-L- 
tryptophyl] amino] -2-hydroxy-5-methylhexyl] -N- (phenylsulfonyl) -L-leucyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 10S577-W-9 CAPLUS 

CN L-Vallne, N-[N-(3-([2-[{(l,l-diaethylethojty)carbonyl]aiiilno)-l-(Mio-3- 

phenylprppyl] aaino) -2-hydr<»y-5-nethylh«xyl] -N- [ (4-iMthylphanyl) sulf onyl} - 
L-valyl)- (9CI) (CA INDEX KAME) 


1-Pc-CH-NH-C O 
I II 
i-Pc-CH-N 

! IIY^ 

i-Bu-CH-CH-CH2 O U^^^j^ 
Plr-CH2-CH-C-IIH GQ " 


t-BuO-C-NH O 
II 
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1984:440224 CAPLUS 
101:40224 

Linear fluorine-containing anionic i 
Dainippon Ink and Chemicals, Inc.* Qaptnt Kavai 
Physical and Cheoical Research Institute 
Jpn. Kokal Tokkyo Koho, 22 pp. 
CODEN: JXXXAF 
Patent 
Japanese 


KIND DATE 


JP 5904S4 49 
JP 03021015 
PRIORITY APPLN. INK). : 


APPLICATION NO. 


JP 19B2-15B087 


DATE 
19820913 


A2 19S40319 
B4 19910320 

JP 1982-1SB087 19820913 
AB Anionic surfactants ara prepared vhlch contain polyf luoroalkyl groups and 

urea linkages, thiourea linkages, or carbonaffllde groups. Thus, a O.lt 
aqueous 

solution of C6F13S02NR(CH2) 3NNeCONH(CH2) 2S03Na [90851-81-3] had foaaing 
pover 202 mm in H20 and 198 ibb in seavater and surface tension 17.3 
dyne/cm. 
IT 90851-73-3P 

RL: RCT (Reactant); SPN (Synthetic preparation) I PREP (Preparation)* RACT 
(Reactant or reagent) 

(preparation and reaction of, with sodiun sulfite) 
90851-73-3 CAPLUS 

Butananide, 4-chloro-N- [3- ( [ (heptadecaf luorooctyl) sulf onyl] aethylamino] -2- 
hydroKypropyl] -N-methyl- (9CI) (CA INDEX NAME) 


RN 


F3C- (CF2)7-S=0 


Me o 

I I Ml - 

Me-N-CH2-CH-CH2-N-C- (CH2)3-C1 


»oa5i-e7-9 

RL: TEH (Technical or engineered material use)i USES (Uses) 

(surfactants) 
90851r87-9 CAPLUS 

1- Butanesulf onle add, 4-( (3-C [ (heptadecafluorooctyl) sulf onyl] methylamino] - 

2- hydroitypropyl]Bethylafflino]-4-oxo-, nonosodiua salt (9CI) (CA INDEX 
NAME) 


0 Me OH Me 0 

II I I Ml 

F3C- (CF2)7-,5-N-CH2-CB-aH2-N-C^ (CH2)3-S03H 


• Na 
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[D-2- (1, 4-CycloheKadienyl)Gly] 6-DES-GIylO-LRH 
nonapeptide amides 
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Patent 
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GB 1553524 
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US 1975-638385 

A 19751208 


H- pyro— Glu— Hi 3— T rp— Se r — Ty r — D— ; 


Leu— Arg - P ro— NHEt 


AB The LH-releaslng hormone analog I was prepared by the solid-phase method. • 
Thus, H-pyroGlu-His (S02C6H4Me-4) -Trp-Ser (CH2Ph) -Tyr (CH2C6H3C12-2, 6) -D-Cgl- 
Leu-Arg(S03C6H4Me-4) -Pro-resin )II, Cgl - 2-(l,4-cyclohexadlenyl)glycyl] 
was prepared by stepwise solid-phase couplings in which Me3C02C-D-Cgl-0H was 
used. II was treated with EtNH2 and deblocked with HF to give 1. 
P reimplantation and postimplantation inhibition of pregnancy in rats was 
accomplished by the s.c. administration of I at 200 ^g/day. I can be 
useful as a morning-after contraceptive in mammals and an antllltterlng 
agent for control of rodent populations. 

IT 62S26-87-eP 

RL: RCT (Reactant)) SPN (Synthetic preparation)! PREP (Preparation)! RACT 
(Reactant or reagent) 

(preparation and deblocking of) 
RN 62526-87-8 CAPLUS 

CN L-Prolinamide, 5-OKO-L-prolyl-l-( (4-methylphenyl) sulf onyl) -L-histidyl-L- 
t ryptophyl-0- (phenylmethyl) -L-scryl-0- { (2, 6-dichlorophenyl) methyl] -L- 
tyrosyl-D-2- (1,4-cycloheKadien-l-yl) glycyl-L-leucyl-N5-(iminot [ (4- 
nethylphenyDsulfonyl] amino] methyl] -L-ornithyl-N-ethyl- (9CI) (CA INDBE 
NAME) 
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PAGE 2 -A 


CO 


UHH O CH2-0-CH2 O 
I li 1 II 
n_ ««_ r^- - — 


0 i-Bu O 
II I II 


CH2- C- HH- CH~ ^ NH- CH- C- KB-Cai— C- NH- CH- C 

0 CH2 



(CH2)3 

J-CH-C-C-NH-S- 
II II 
O NH 


52526-8tf-7DP, resin-bound 

RL: RCT (Reactant); SPN (Synthetic preparation)! PREP (Preparation)! RACT 
(Reactant or reagent) 

(preparation and reaction of, with ethylamine) 
62526-86-7 CAPLUS 

L-Proline. 1- tN2- {N- [D-2- (1 , 4-cyclohexadien-l-yl) -N-{0- 1 (2, 6- 
dichlorophenyl) methyl] -N-{M-(N- (!-( (4-methylphenyl)sulfonyll -N- (5-oxo-L- 
prolyl) -L-hi9Udyll -L-tryptophyl) -O- (phenylnrnthyl) -L-s«tylJ -L- 
tyrosyl] glycyl] -L-leucyl) -N5-[lmino[ [ (4<mathylphenyl) sulf onyl] anino] methyl 
I-L-ornithyl]- (9CI) (CA IMDBK HAMB) 
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PAGE 1-A 


CH2 0 H 
II 

CH-NH-C- 


Ph 
I 


.9 


H02C— ' 
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PAGE 2-A 


NH O CH2-0-CH2 O 
I il I It 

■ CH2- CH- C- NH- CH- C- NH- CH- C 

O CH2 


O i-Bu 0 
II I II 


CH2 

CI 1 CI 


(CH2)3 0 

l-CH— C-C-NH-S- 
II II 
O NR O 


I 

NH 


=> log y 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 135.18 701.85 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE -19.71 -39.42 
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